thereof sufficient to provide a binding site for an anti-PR01564 antibody. Preferably, the PR01564 firagment 
retains a qualitative biological activity of a native PR01564 polypeptide. 

In a still fiirther aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01564 polypeptide having the 
sequence of amino acid residues from about 1 or about 29 to about 639, inclusive of Figure 202 (SEQ ID 
5 NO:347), or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 
90% sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), (it) culturing a host 
cell comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from flie cell culture. 
10 In yet another embodiment, the invention concerns agonists and antagonists of a native PR01564 

polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PROlSM antibody. 

In a further erribodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PR01564 polypeptide by contacting the native PR01564 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO 1564 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceuticaliy acceptable carrier. 

^0 102. PR01755 

1,;;, A cDNA clone (DNA76396-1698) has been identified that encodes a novel transmembrane polypeptide 

20 designated in the present application as "PRO 1755". 

In one embodunent, the invention provides an isolated nucleic acid molecule comprising DNA encodmg 
i-i a PR01755 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
25 preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PR01755 polypeptide having 
the sequence of amino acid residues from 1 or about 32 to about 276, inclusive of Figure 204 (SEQ ID NO:352), 
or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1755 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 151 and 
30 about 885, inclusive, of Figure 203 (SEQ ID NO:351). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
35 encoding the same mature polypeptide encoded by the human protem cDNA in ATCC Deposit No. 203471 
(DNA76396-1698), or (b) flie con^lement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203471 (DNA76396-1698). 

In a still further aspect, the invention concerns an isolated nucleic acid molecxile comprising (a) DNA 
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encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 32 to about 276, inclusive of Figure 204 (SEQ ID 
NO:352), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
5 nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PR01755 polypeptide having the sequence of 
amino acid residues from about 32 to about 276, inclusive of Figure 204 (SEQ ID NO:352), or (b) the 
conq)lement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, 
preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence identity, most 
10 preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01755 polypeptide, with or without the N-terminal signal sequence and/or the initiating mefliionine, and 
I *^ its soluble variants (i.e. transmembrane domam deleted or inactivated), or is complementary to such encoding 
JiSi nucleic acid molecule. The signal peptide has been tentatively identified as extending from amino acid position 
1# 1 through about amino acid position 31 in the sequence of Figure 204 (SEQ ID NO:352). The transmembrane 
! Hi; domain has been tentatively identified as extending from about amino acid position 178 to about amino acid 
!4 position 198 in the PR01755 amino acid sequence (Figure 204, SEQ ID NO:352). 

^^'^ In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 

encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
20 preferably at least about 90% positives, most preferably at least about 95% positives when con:q)ared with die 
amino acid sequence of residues 32 to about 276, mclusive of Figure 204 (SEQ ID NO:352), or (b) flie 
O conqjiement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1755 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
25 preferably fix)m about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides m length, and most preferably from about 20 to about 40 nucleotides in length. 

lii another embodiment, the invention provides isolated PR01755 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO 1755 polypeptide, which in 
30 one embodiment, includes an amino acid sequence coinprising residues 32 to 276 of Figure 204 (SEQ ID 
NO:352). 

In another aspect, the invention concerns an isolated PRO 1755 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
35 sequence of amino acid residues 32 to about 276, inclusive of Figure 204 (SEQ ID NO:352). 

In a fiirther aspect, the invention concerns an isolated PR01755 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when con5)ared witii the amino acid sequence 
of residues 32 to 276 of Figure 204 (SEQ ID NO:352). 
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In yet another aspect, the invention concerns an isolated PR01755 polypeptide, comprising the sequence 
of amino acid residues 32 to about 276, inclusive of Figure 204 (SEQ ID NO:352), or a fragment thereof 
sufficient to provide a binding site for an anti-PR01755 antibody. Preferably, the PR01755 fragment retains 
a qualitative biological activity of a native PRO 1755 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions wifli (a) a DNA molecule encoding a PROI755 polypeptide having the 
sequence of amino acid residues j&om about 32 to about 276, inclusive of Figure 204 (SEQ ED NO:352), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80 % sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 

In yet another embodiment, tiie invention concerns agonists and antagonists of a native PR01755 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01755 antibody. 

In a fiirther embodiment, ttie invention concerns a method of identifying agonists or antagonists of a 
native PR01755 polypeptide, by contacting the native PR01755 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PR01755 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutically acceptable carrier. 

103. PR01757 

A cDNA clone (DNA76398-1699) has been identified that encodes a novel transmembrane polypeptide, 
designated in the present application as "PR01757". 

In one embodiment, the mvention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01757 polypeptide. 

In one aspect, the isolated nucleic acid conqmses DNA havmg at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encodmg a PR01757 polypeptide having 
the sequence of amino acid residues from about 1 or about 20 to about 121, inclusive of Figure 206 (SEQ ID 
NO:354), or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1757 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 59 
or about 1 16 and about 121. inclusive, of Figure 205 (SEQ ID NO:353). Preferably, hybridization occurs under 
stringent hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203474 
(DNA76398-1699) or (b) the complement of the nucleic acid molecule of (a). In a preferred embodiment, the 
nucleic acid conqirises a DNA encodmg flie same mature polypeptide encoded by the human protein cDNA m 
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ATCC Deposit No. 203474 (DNA76398-1699). 

In still a further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 

encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 

identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 

identity to the sequence of amino acid residues 1 or about 20 to about 121, inclusive of Figure 206 (SEQ ID 
5 NO:354), or (b) the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least 125 

nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 

molecule encoding a PR01757 polypeptide having the sequence of amino acid residues from 1 or about 20 to 

about 121, inclusive of Figure 206 (SEQ ID NO:354), or (b) the complement of the DNA molecule of (a), and, 
10 if ihe DNA molecule has at least about an 80% sequence identity, prefereably at least about an 85% sequence 

identity, more prefer^ly at least about a 90% sequence idendty, most preferably at least about a 95% sequence 

identity to (a) or (b), isolating the test DNA molecule, 
i' In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
JiS^ a PR01757 polypeptide, with or without the N-terminal signal sequence and/or the initiating methionine, and 
|S> its soluble, i.e., transmembrane domain deleted or inactivated variants, or is complementary to such encoding 
= nucleic acid molecule. The signal peptide has been tentatively identified as extending from about amino acid 
I* positionltoaboutaminoacidpositionl9inthesequenceofFiguTe206(SEQIDNO:354). The transmembrane 
' domain has been tentatively identified as extending from about amino acid position 91 to about ammo acid 

position 110 in the PR01757 amino acid sequence (Figure 206, SEQ ID NO:354). 

In another aspect, the invention concerns an isolated nucleic acid molecule conqurising (a) DNA 

encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
1:3 preferably at least about 90% positives, most preferably at least about 95 % positives when conqjared with the 

amino acid sequence of residues 1 or about 20 to about 121 , inclusive of Figure 206 (SEQ ID NO:354), or (b) 

the complement of tiie DNA of (a), 
25 Another embodiment is du^ed to fragrnents of a PR01757 polypeptide coding sequence that may find 

use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 

preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 

nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be derived 

from the nucleotide sequence shown in Figure 205 (SEQ ID NO:353). 
30 In another embodiment, the invention provides isolated PR01757 polypeptide encoded by any of the 

isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PR01757 polypeptide, which in 

certain embodiments, includes an amino acid sequence conq>rising residues 1 or about 20 to about 121 of Figure 

206 (SEQ ID NO:354). 

35 In another aspect, the invention concerns an isolated PR01757 polypeptide, comprising an amino acid 

sequence having at least about 80% sequence identity, preferably at least about 85% sequence idaitity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 or about 20 to about 121, inclusive of Figure 206 (SEQ ID NO:354). 

In a ftmher aspect, the invention concerns an isolated PR01757 polypeptide, con^rising an amino acid 
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sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 
of residues 1 or about 20 to about 121, iaclusive of Figure 206 (SEQ ID NO:354). 

In yet another aspect, the invention concerns an isolated PR01757 polypeptide, comprising the sequence 
of amino acid residues 1 or about 20 to about 121, iaclusive of Figure 206 (SEQ ID NO:354), or a fragment 
5 thereof sufficient to provide a binding site for an anti-PR01757 antibody. Preferably, the PR01757 fragment 
retains a qualitative biological activity of a native PR01757 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01757 polypeptide having flie 
sequence of amino acid residues from about 1 or about 20 to about 121, inclusive of Figure 206 (SEQ ID 
10 NO:354), or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about 
an 80% sequence identily, preferably at least about an 85% sequence identity, more preferably at least about a 
90% sequence identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a host 
cell comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide fix)m the cell culture. 
|J: In yet another embodiment, the invention concerns agonists and antagonists of a native PR01757 

= H polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01757 antibody. 
ii?4' In a fiirther embodiment, the invention concerns a mediod of identifying agonists or antagonists of a 

^ native PR01757 polypeptide by contactmg the native PR01757 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PR01757 polypeptide, 
or an agonist or antagonist as hereinabove defined, in cornbination with a pharmaceutically acceptable carrier. 



104. PR01758 

A cDNA clone (DNA76399-1700) has been identified that encodes a novel secreted polyp^tide 
25 designated in the present application as "PROnSS". 

In one embodiment, die invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01758 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
30 preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PR01758 polypeptide having 
the sequence of amino acid residues from 1 or about 16 to about 157, inclusive of Figure 208 (SEQ ID NO:356), 
or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PR01758 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 123 and 
35 about 548, inclusive, of Figure 207 (SEQ ID NO:355). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a fiirther aspect, the invention concems an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
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encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203472 
(DNA76399-1700), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the himian protein cDNA in ATCC 
Deposit No. 203472 (DNA76399-1700). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
5 encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues firom about 16 to about 157, incltisive of Figure 208 (SEQ ID 
NO:356), or the complement of tibe DNA of (a). 

In a furflier aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
10 nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encodmg a PR01758 polypeptide having the sequence of 
amino acid residues from about 16 to about 157, inclusive of Figure 208 (SEQ ID NO:356), or (b) the 
1 con^lement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, 
i-£ preferably at least about an 85 % sequence identity , more preferably at least about a 90 % sequence identity, most 
Ip^ preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 
; ■ 1 In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 

hA a PR01758 polypeptide, with or without the N-terminal signal sequence, or is complementary to such encoding 
^ ■ ' nucleic acid molecule. The signal peptide has been tentatively identified as extending from amino acid position 
1 through about amino acid position 15 m the sequence of Figure 208 (SEQ ID NO:356). 

In another aspect, the iuvention concerns an isolated nucleic acid molecule conq>rising (a) DNA 
l2 encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
1:3 preferably at least about 90% positives, most preferably at least about 95 % positives when conqjared witii the 
amino acid sequence of residues 16 to about 157, inclusive of Figure 208 (SEQ ID NO:356), or (b) the 
con^lement of the DNA of (a). 
25 Another embodiment is directed to fragments of a PR01758 polypeptide coding sequence that may find 

use as hybridization probes. Such micleic acid fragments are firom about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the hivention provides isolated PR01758 polypeptide encoded by any of the 
30 isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO 1758 polypeptide, which in 
one embodiment, includes an amino acid sequence comprising residues 16 to 157 of Figure 208 (SEQ ID 
NO:356). 

In another aspect, the invention concerns an isolated PR01758 polypeptide, comprising an amino acid 
35 sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 16 to about 157, inclusive of Figure 208 (SEQ ID NO:356). 

In a further aspect, the invention concerns an isolated PR01758 polypeptide, comprisu^ an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
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about 90 % positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 16 to 157 of Figure 208 (SEQ ID NO:356). 

In yet another aspect, the invention concerns an isolated PR01758 polypeptide, comprising the sequence 
of amino acid residues 16 to about 157, inclusive of Figure 208 (SEQ ID NO:356), or a fragment thereof 
5 sufficient to provide a binding site for an anti-PR01758 antibody. Preferably, the PR01758 fragment retains 
a qualitative biological activity of a native PR01758 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizmg a test DNA 
molecule under stringent conditions with (a) a DNA molecule encodmg a PR01758 polypeptide having the 
sequence of amino acid residues from about 16 to about 157, inclusive of Figure 208 (SEQ ID NO:356), or (b) 
10 the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a host cell comprising 
1 * the test DNA molecule under conditions suitable for eifqpression of the polypeptide, and (iii) recovering the 
i'?: polypeptide from the ceU culture. 

m 

[jii 105. PR01575 

A cDNA clone (DNA76401-1683) has been identified that encodes a novel polypeptide having homology 
to protein disulfide isomerase and designated in the present application as "PR01575.'' 
i„L In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encodmg 

ip a PR01575 polypeptide. 

; 2 In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 

Q pieferabty at least about 85% sequence identity, more prefierabty at least about 90% sequence identity, most 
^ preferably at least about 95 % sequence identity to (a) a DNA molecule encodnig a PR01575 polypeptide having 
the sequence of amino acid residues from 1 or about 21 to about 273, inclusive of Figure 210 (SEQ ID NO:358), 
25 or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PR01575 
polypeptide comprising DNA hybridizmg to the complement of the nucleic acid between about residues 82 and 
about 840, inclusive, of Figure 209 (SEQ ID NO:357). Preferably, hybridization occurs under sti±igent 
hybridization and wash conditions. 
30 In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 

at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mamre polypeptide encoded by the human protein cDNA m ATCC Deposit No. 203360 
(DNA76401-1683), or (b) the complement of the DNAmolecule of (a). In a preferred embodunent, the nucleic 
35 acid comprises a DNA encoding flie same mature polypeptide encoded by flie human protein cDNA in ATCC 
Deposit No. 203360 (DNA76401-1683). 

In a still fijTther aspect, the invention concerns an isolated nucleic acid molecule conq)rising (a) DNA 
encoding a polypeptide havmg at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
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identity to the sequence of amino acid residues from about 21 to about 273, inclusive of Figure 210 (SEQ ID 
NO:358), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PR01575 polypeptide having the sequence of 
5 amino acid residues from about 21 to about 273, inclusive of Figure 210 (SEQ ID NO:358), or (b) the 
complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80 % sequence identity, 
preferably at least about an 85 % sequence identity, more preferably at least about a 90 % sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 

10 a PR01575 polypeptide, its soluble variants, (i.e. tiransmembrane domain and/or signal peptide deleted or 
inactivated) or is complementary to such encoding nucleic acid molecule. Hie signal peptide has been tentatively 
identified as extending from amino acid position 1 through about ammo acid position 20 in the sequence of 

f:4 Figure 210 (SEQ ID NO:358). The transmembrane domain has been tentatively identified as extending from 

:~ about amino acid position 143 to about annno acid position 162 in flie PRD1575 amino acid sequence (Figure 

ili 210, SEQ ID NO:358). 

In another aspect, the invention concerns an isolated nucleic acid molecule con^rising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 

U amino acid sequence of residues 21 to about 273, inchisive of Figure 210 (SEQ ID NO:358), or (b) the 

Wb complement of the DNA of (a). 

; Anotiier embodiment is directed to fragments of a PR01575 polypeptide codmg sequence that may find 

!;3! use as hybridization probes. Such nucleic acid fragmeiits are fixrn about 20 to about 80 nucleotides in leiigth, 
^ * preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 

nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 
25 In another embodiment, the invention provides isolated PR01575 polypeptide encoded by any of the 

isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PR01575 polypeptide, which in 

one embodiment, includes an amino acid sequence coirprising residues 21 to 273 of Figure 210 (SEQ ID 

NO:358). 

30 In another aspect, the invention concerns an isolated PROl 575 polypeptide, comprising an amino acid 

sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 21 to about 273, inclusive of Figure 210 (SEQ ID NO:358). 

In a further aspect, the invention concerns an isolated PR01575 polypeptide, comprising an amino acid 

35 sequence scoring at least about 80% positives, preferably at least about 85 % positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when con[q)ared wifli the amino acid sequence 
of residues 21 to 273 of Figure 210 (SEQ ID NO:358). 

In yet another aspect, the invention concerns an isolated PROl 575 polypeptide, comprising the sequence 
of amino acid residues 21 to about 273, inclusive of Figure 210 (SEQ ID NO:358), or a fragment thereof 



sufficient to provide a binding site for an anti-PROi575 antibody. Preferably, the PR01575 fragment retains 

a qualitative biological activity of a native PR01575 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 

molecule under stringent conditions with (a) a DNA molecule encoding a PR01575 polypeptide having the 

sequence of amino acid residues from about 21 to about 273, inclusive of Figure 210 (SEQ ID NO:358), or (b) 
5 the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 

identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 

identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturmg a host cell conq)rising 

the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 

polypeptide from the cell culture. 
10 In yet another embodiment, the invention concerns agonists and antagonists of a native PR01575 

polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01575 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
t * native PR01575 polypeptide, by contacting the native PR01575 polypeptide with a candidate molecule and 

monitoring a biological activity mediated by said polypeptide. 
fi§ In a still fijrther embodiment, the invention concerns a composition comprising a PR01575 polypeptide, 

sti; or an agonist or antagonist as hereinabove defined, in combination with a pharmaceulically acceptable carrier. 

- 106. PR01787 

j A cDNA clone (DNA765 10-2504) has been identified that encodes a novel polypeptide having sequence 

20 identity with myelin pO and designated in the present ^plication as "PROnS?." 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 

a'" " 

a PR01787 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 

preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
25 preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR01787 polypeptide having 

the sequence of amino acid residues from 1 or about 38 to about 269, inclusive of Figure 212 (SEQ ID NO:364), 

or (b) the conq)lement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1787 

polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 274 and 
30 about 969, inclusive, of Figure 211 (SEQ ID NO:363). Preferably, hybridization occurs under stringent 

hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 

at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 

about 90% sequence identity, most preferably at least abotit 95% sequence identity to (a) a DNA molecule 
35 encoding the same mature polypeptide encoded by the htmian protein cDNA in ATCC Deposit No. 203477 

(DNA76510-2504), or (b) the coa?)lement of the DNA molecule of (a). M a preferred embodiment, the nucleic 

acid coniprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 

Deposit No. 203477 (DNA765 10-2504). 
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In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 38 to about 269, inclusive of Figure 212 (SEQ ID 
NO:364), or the complement of the DNA of (a). 
5 In a fiirther aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 

nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under strmgent conditions with (a) a DNA molecule encoding a PR01787 polypeptide having the sequence of 
amino acid residues from about 38 to about 269, inclusive of Figure 212 (SEQ ID NO:364), or (b) the 
con:q>lenientofthe DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, 
10 preferably at least about an 85 % sequence identity, more preferably at least Jibout a 90 % sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, die invention provides an isolated nucleic acid molecule con^rising DNA encoding 
f:i«, ^ PR01787 polypeptide, with or witiiout the N-terminal signal sequence and/or the initiating methionine, and 
its soluble, i.e. transmembrane domain deleted or inactivated variants, or is con^ementary to such encoding 
ftS nucleic acid molecule. The signal peptide has been tentatively identified as extending from amino acid position 
rJI 1 through about amino acid position 37 in the sequence of Figure 212 (SEQ ID NO:364). The transmembrane 
domain has been tentatively identified as extending from aboiitamiiio acid position 161 through about amino acid 
position 183 in the PR01787 amino acid sequence (Figure 212, SEQ ID NO:364). 
|„rs In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 

fflb encodmg a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
Lj. preferably at least about 90% positives, most preferably at least about 95 % positives when con^ared with the 
dl amino acid sequence of residues 38 to about 269, inchisive of Figure 212 (SEQ ID NO:364), or (b) the 
conplement of the DNA of (a). 

Anoflier embodiment is directed to fragments of a PR01787 polypeptide codmg sequence that may find 
25 use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides m length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PR01787 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 
30 In a specific aspect, the invention provides isolated native sequence PR01787 polypeptide, which in 

one embodiment, includes an amino acid sequence comprismg residues 38 through 269 of Figure 212 (SEQ ID 
NO:364). 

In another aspect, the invention concerns an isolated PRO 1787 polypeptide, comprisiag an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
35 preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 38 to about 269, inclusive of Figure 212 (SEQ ID NO:364). 

In a further aspect, the mvention concerns an isolated PR01787 polypeptide, con^rismg an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85 % positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
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of residues 38 through 269 of Figure 212 (SEQ ID NO:364). 

In yet another aspect, the invention concerns an isolated PR01787 polypeptide, comprising the sequence 
of ammo acid residues 38 to about 269, inclusive of Figure 212 (SEQ ID NO:364), or a fragment thereof 
sufficient to provide a binding site for an anti-PR01787 antibody. Preferably, the PR01787 fragment retains 
a qualitative biological activity of a native PR01787 polypeptide. 

In a still fiirther aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01787 polypeptide having the 
sequence of amino acid residues from about 38 to about 269, inclusive of Figure 212 (SEQ ID NO:364), or (b) 
flie complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b) , (ii) culturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide &om the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PR01787 
polypeptide. In a particular embodunent, the agonist or antagonist is an anti-PR01787 antibody. 

In a further embodunent, the invention concerns a method of identifying agonists or antagonists of a 
native PR01787 polypeptide, by contacting the native PRO 1787 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO 1787 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutically acceptable carrier. 

107. PR01781 

A cDNA clone (DNA76522-2500) has been identified that encodes a novel transmembrane polypeptide 
designated in the present application as ''PR01781". 

In one embodiment, the mvention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01781 polypeptide. 

M one aspect, the isolated nucleic acid comprises DNA havmg at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encodmg a PRO 178 1 polypeptide havmg 
the sequence of amino acid residues from 1 or about 20 to about 373, inclusive of Figure 214 (SEQ ID NO:366), 
or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1781 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 78 and 
about 1139, inclusive, of Figure 213 (SEQ ID NO:365). Preferably, hybridization occurs under stiringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encodmg the same mature polypeptide encoded by the human protein cDNA in ATCC Dqrasit No. 203469 
(DNA76522-2500), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
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acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203469 (DNA76522-2500). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
5 identity to the sequence of amino acid residues from about 20 to about 373, inclusive of Figure 214 (SEQ ID 
NO:366), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under strmgent conditions wifli (a) a DNA molecule encoding a PR01781 polypeptide having the sequence of 
10 amino acid residues from about 20 to about 373, inclusive of Figure 214 (SEQ ID NO:36), or (b) the 
complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80 % sequence identity, 
preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence identity, most 
i preferably at least about a 95 % sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
! 45 a PR01781 polypeptide, with or without the N-terminal signal sequence and/or the initiating methionine, and 
its soluble variants (i.e. transmembrane domaui deleted or inactivated), or is complementary to such encoding 
lis's: nucleic acid molecule. The signal peptide has been tentatively identified as extending from amino acid position 
^ 1 through about amino acid position 19 in the sequence of Figure 214 (SEQ ID NO:366). The transmembrane 
domain has been tentatively identified as extending from about amino acid position 39 to about amino acid 
plO position 60 in the PR01781 amino acid sequence (Figure 214, SEQ ID NO:366). 

; In anotiier aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 

Q encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 20 to about 373, inclusive of Figure 214 (SEQ ID NO:366), or (b) the 
25 complement of the DNA of (a). 

Another embodiment is directed to fragments of a PR01781 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 
30 hi another embodiment, the invention provides isolated PRO 1781 polypeptide encoded by any of the 

isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PR01781 polypeptide, which in 
one embodiment, includes an amino acid sequence comprising residues 20 to 373 of Figure 214 (SEQ ID 
NO:366). 

35 In another aspect, the invention concerns an isolated PR0178 1 polypeptide, comprising an amino acid 

sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to die 
sequence of ammo acid residues 20 to about 373, inclusive of Figure 214 (SEQ ID NO:366). 

In a further aspect, the invention concerns an isolated PR01781 polypeptide, comprising an amino acid 
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sequence scoring at least about 80% positives, preferably at least about 85 % positives, more preferably at least 
about 90 % positives , most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 20 to 373 of Figure 214 (SEQ ID NO:366). 

In yet another aspect, the invention concerns an isolated PR0178 1 polypeptide, comprising the sequence 
of amino acid residues 20 to about 373, inclusive of Figure 214 (SEQ ID NO:366), or a fragment thereof 
5 sufficient to provide a binding site for an an1i-PR01781 antibody. Preferably, the PR01781 fragment retains 
a qualitative biological activity of a native PR01781 polypeptide. 

In a still fiirther aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditioiis with (a) a DNA molecule encoding a PR01781 polypeptide having the 
sequence of amino acid residues from about 20 to about 373, inclusive of Figure 214 (SEQ ID NO:366), or (b) 
10 the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host cell comprising 
jiis: the test DNA molecule under conditions suitable for egression of the polyp^tide, and (iii) recovering the 
J polypeptide from the cell culture. 

^^^^ 108. PR01556 

yu A cDNA clone (DNA76529-1666) has been identified that encodes a novel transmembrane polypeptide 

Mill designated in the present application as ''PR01556''. 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
rlEO a PR01556 polypeptide. 

: J In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 

1:^1; preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
3 * preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR01556 polypeptide having 
die sequence of amino acid residues firom 1 or about 25 to about 269, inclusive of Figure 216 (SEQ ID NO:372), 
25 or (b) the conoplement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PR01556 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 160 and 
about 891, inclusive, of Figure 215 (SEQ ID NO:371). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 
30 In a fiirther aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 

at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203315 
(DNA76529-1666), or (b) the complement of the DNA molecule of (a). In a preferred eihbodiment, the nucleic 
35 acid con^rises a DNA encodmg flie same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203315 (DNA76529-1666). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 



identity to the sequence of amino acid residues from about 25 to about 269, inclusive of Figure 216 (SEQ ID 
NO:372), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PRO 1556 polypeptide having the sequence of 
5 amino acid residues from about 25 to about 269, inclusive of Figure 216 (SEQ ID NO:372), or (b) the 
complement of flie DNA molecule of (a), and, if flie DNA molecule has at least about an 80% sequence identity, 
preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
10 a PR01556 polypeptide, wifli or without the N-terminal signal sequence and/or the initiating methionine, and 
its soluble variants (i.e. traosmembrane domains deleted or inactivated), or is complementary to such encoding 
nucleic acid molecule. The signal peptide has been tentatively identified as extending firom amino acid position 
I * 1 through about amino acid position 24 in the sequence of Figure 216 (SEQ ID NO:372). Two transmembrane 
domains have been tentatively identified as extending fi-om about amino acid position 1 1 to about amino acid 
1.45 position 25 and from about amino acid position 226 to about amino acid position 243 in the PR01556 amino acid 
; 2 sequence (Figure 216, SEQ ID NO: 372). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
l preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
120 amino acid sequence of residues 25 to about 269, indusive of Figure 216 (SEQ ID NO:372), or (b) the 
I ~ complement of the DNA of (a). 

1:3 Another embodiment is durected to fragments of a PR01556 polypeptide coding sequence that may find 

use as hybridization probes. Such nucleic acid Augments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
25 nucleotides in length, and most preferably from about 20 to about 40 niicleotides in length. 

In anotiier embodiment, the invention provides isolated PR01556 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO 1556 polypeptide, which in 
one embodiment, includes an amino acid sequence comprising residues 25 to 269 of Figure 216 (SEQ ID 
30 NO:372). 

In another aspect, the invention concerns an isolated PR01556 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 25 to about 269, inclusive of Figure 216 (SEQ ID NO:372). 
35 In a further aspect, the invention concerns an isolated PR01556 polypeptide, comprising an ammo acid 

sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 25 to 269 of Figure 216 (SEQ ID NO:372). 

In yet another aspect, the invention concerns an isolated PR01556 polypeptide, conaprising the sequence 
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of amino acid residues 25 to about 269, iuclusive of Figure 216 (SEQ ID NO:372), or a fragment tliereof 
sufficient to provide a binding site for an anti-PR01556 antibody. Preferably, the PR01556 fragment retains 
a qualitative biological activity of a native PR01556 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule imder stringent conditions with (a) a DNA molecule encoding a PR01556 polypeptide having the 
5 sequence of amino acid residues from about 25 to about 269, iaclusive of Figure 216 (SEQ ID NO:372), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b) , (ii) culturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
10 polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 1556 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01556 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
!;'!! native PR01556 polypeptide, by contacting the native PR01556 polypeptide with a candidate molecule and 
H€5 monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO 1 556 polypeptide, 
Lk. or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutically acceptable carrier. 

sis, 

U 109. PR01759 

i 1^0 A cDNA clone (DNA7653 1-1701) has been identified that encodes a novel polypeptide having multiple 

I _^ transmeinbrane domains, designated in the present ^plication as ''PR01759.'' 

Q In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 

a PR01759 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
25 preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PR01759 polypeptide having 
the sequence of amino acid residues from 1 or about 19 to about 450, inclusive of Figure 218 (SEQ ID NO:374), 
or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecxile encoding a PRO 1759 
30 polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 179 and 
about 1474, inclusive, of Figure 217 (SEQ ID NO:373). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
35 at least about 80% sequence identity, preferably at least about 85 % sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypq)tide encoded by the himian protein cDNA in ATCC Deposit No. 203465 
(DNA76531-1701), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
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Deposit No. 203465 (DNA76531-1701). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polj^eptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 19 to about 450, inclusive of Figure 218 (SEQ ID 
5 NO:374), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PR01759 polypeptide having the sequence of 
amino acid residues from about 19 to about 450, inclusive of Figure 218 (SEQ ID NO:374), or (b) the 
10 conq)lement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80 % sequence identity, 
preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b), isolatiog the test DNA molecule. 
I In a specific aspect, the invention provides an isolated nucleic acid nK)lecule comprising DNA encoding 

ji| a PR01759 pol5T)eptide, with or without the N-terminal signal sequence and/or the initiating mefliionine, and 
\>'a15 its soluble, i.e. transmembrane domains deleted or inactivated variants, or is complementary to such encoding 
nucleic acid molecule. The signal peptide has been tentatively identified as extending from amino acid position 
1 through about amino acid position 18 in the sequence of Figure 218 (SEQ ID NO:374). The transmembrane 
' y= domains have been tentatively identified as being at about amino acids 1-19 (possibly a signal peptide), 41-55, 
75-94, 127-143, 191-213, 249-270, 278-299, 314-330, 343-359, 379-394, and 410-430 in the PR01759 amino 
Pi=20 acid sequence (Figure 218, SEQ ID NO:374). 

I: A. 

= In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
13 encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
' preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 

amino acid sequence of residues 19 to about 450, inclusive of Figure 218 (SEQ ID NO:374), or (b) the 
25 complement of the DNA of (a). 

Another embodunent is directed to fragments of a PRO 1759 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 
30 In another embodiment, the invention provides isolated PR01759 polypeptide encoded by any of the 

isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PR01759 polypeptide, which in 
one embodiment, includes an amino acid sequence comprising residues 19 through 450 of Figure 218 (SEQ ID 
35 NO:374). 

In another aspect, the invention concerns an isolated PRO 1759 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 19 to about 450, inclusive of Figure 218 (SEQ ID NO:374). 
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In a further aspect, the invention concerns an isolated PRO 1759 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when conq}ared with the amino acid sequence 
of residues 19 through 450 of Figure 218 (SEQ ID NO:374). 

In yet another aspect, the invention concerns an isolated PR01759 polypeptide, comprising the sequence 
5 of amino acid residues 19 to about 450, inclusive of Figure 218 (SEQ ID NO:374), or a fragment thereof 
sufficient to provide a binding site for an anti-PR01759 antibody. Preferably, the PR01759 fragment retains 
a qualitative biological activity of a native PR01759 polypeptide. 

In a still furflier aspect, tihe invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01759 polypeptide having the 
10 sequence of amino acid residues from about 19 to about 450, inclusive of Figure 218 (SEQ ID NO:374), or (b) 
the conq>lement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a host cell comprising 
% the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
i^l5 polypeptide from the cell culture. 

Jl In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 1759 

ii, polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01759 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
,5^ native PR01759 polypeptide, by contacting the native PR01759 polypeptide with a candidate molecule and 
iMO monitoring a biological activity mediated by said polypeptide. 

" In a still furflier embodiment, the invention concerns a composition comprising a PR01759 polypeptide, 

5 oi' an agonist or antagonist as hereinabove defined, in combination wifli a pharmaceutically acceptable carrier. 

110. PRO1760 

25 A cDNA clone (DNA76532-1702) has been identified that encodes a novel secreted polypeptide, 

designated in the present application as ''PRO1760.'' 

In one embodiment, the invention proAades an isolated nucleic acid molecule comprising DNA encoding 
a PRO1760 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
30 preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO 1760 polypeptide having 
the sequence of amino acid residues from 1 or about 21 to about 188, inclusive of Figure 220 (SEQ ID NO:376), 
or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1760 
35 polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 120 and 
about 623, inclusive, of Figure 219 (SEQ ID NO:375). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a fiirther aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequeirce identity, preferably at least about 85% sequence identity, more preferably at least 
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about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203473 
(DNA76532-1702), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the hxmian protein cDNA in ATCC 
Deposit No. 203473 (DNA76532-1702). 
5 In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 

encoding a polypeptide having at least about 80% sequence identity, preferably at.least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to die sequence of amino acid residues from about 21 to about 188, inclusive of Figure 220 (SEQ ID 
NO:376), or the complement of the DNA of (a). 
10 In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 

nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
imder stringent conditions with (a) a DNA molecule encoding a PRO 1760 polypeptide having the sequence of 
amino acid residues from about 21 to about 188, inclusive of Figure 220 (SEQ ID NO:376), or (b) the 
conqjlement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80 % sequence identity, 
1,4:1 5 preferably at least about an 85 % sequence identity, more preferably at least about a 90 % sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In another aspect, the invention concerns an isolated nucleic acid molecule comprisiag (a) DNA 
U| encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
J^. preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 21 to about 188, inclusive of Figure 220 (SEQ ID NO:376), or (b) the 
con:q)lement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1760 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
25 nucleotides in length, and most preferably from about 20 to about 40 nucleotides m length. 

In another embodiment, the invention provides isolated PRO1760 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO1760 polypeptide, which in 
one embodunent, includes an amino acid sequence conq>rising residues 21 through 188 of Figure 220 (SEQ ID 
30 NO:376). 

In another aspect, the invention concerns an isolated PRO1760 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 21 to about 188, inclusive of Figure 220 (SEQ ED NO:376). 
35 In a further aspect, the invention concerns an isolated PRO1760 polypeptide, conn^rising an amino acid 

sequence scoring at least about 80% positives, preferably at least about 85 % positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when conq)ared with the amino acid sequence 
of residues 21 through 188 of Figure 220 (SEQ ID NO:376). 

In yet another aspect, die invention concerns anisolatedPRO1760 polypeptide, comprising the sequence 
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of amino acid residues 21 to about 188, inclusive of Figure 220 (SEQ ID NO:376), or a fragment thereof 
sufficient to provide a binding site for an anti-PRO1760 antibody. Preferably, the PRO1760 fragment retains 
a qualitative biological activity of a native PRO1760 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO1760 polypeptide having the 
sequence of amino acid residues from about 21 to about 188, inclusive of Figure 220 (SEQ ID NO:376), or (b) 
flie complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a host cell comprising 
the test DNA molecule tmder conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO1760 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PRO1760 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PRO 1760 polypeptide, by contacting the native PRO1760 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO1760 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutically acceptable carrier. 

111. PR01561 

A cDNA clone (DNA76538- 1 670) has been identified, having homology to nucleic acid encoding human 
phospholipase A2 protein that encodes a novel polypeptide, designated in the present application as "PRO 1 56 1 " . 

In one embodiment, the invention provides an isolated nticleic acid molecule comprising DNA encoding 
a PR01561 polypeptide. 

fri one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR01561 polypeptide having 
the sequence of amino acid residues from about 1 or about 18 to about 116, inclusive of Figure 222 (SEQ ID 
NO:378), or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PR01561 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 29 
or about 80 and about 376, inclusive, of Figure 221 (SEQ ID NO:377). Preferably, hybridization occurs under 
stringent hybridization and wash conditions. 

In a further aspect, flie invention concerns an isolated nucleic acid nrolecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203313 
(DNA76538-1670) or (b) the complement of the nucleic acid molecide of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in 
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ATCC Deposit No. 203313 (DNA76538-1670). 

In still a further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues 1 or about 18 to about 116, inclusive of Figure 222 (SEQ ID 
5 NO:378), or (b) the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least 100 
nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PR01561 polypeptide having Hie sequence of amino acid residues from 1 or about 18 to 
about 1 16, inclusive of Figure 222 (SEQ ID NO:378), or (b) the coniq)lement of the DNA molecule of (a), and, 
10 if the DNA molecule has at least about an 80 % sequence identity, prefereably at least about an 85 % sequence 
identity, more preferably at least about a 90% sequence identity, nwst preferably at least about a 95 % sequence 
identity to (a) or (b), isolatmg the test DNA molecule. 

Ina specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
::°f a PR01561 polypeptide, with or without the N-terminal signal sequence and/or the initiating methionine, and 
|:5^.15 its soluble, i.e., transmembrane domain deleted or inactivated variants, or is complementary to such encoding 
nucleic acid molecule. The signal peptide has been tentatively identified as extending from about amino acid 
position 1 to about amino acid position 17 in the sequence of Figure 222 (SEQ ID NO:378). The transmembrane 
'iM' domain has been tentatively identified as extending from about amino acid position 1 to about amino acid position 

24 in the PR01561 amino acid sequence (Figure 222, SEQ ID NO:378). 
1 1|20 In another aspect, the invention concerns an isolated nucleic acid molecule coirprising (a) DNA 

; J encoding a polypeptide scormg at least about 80% positives, preferably at least about 85% positives, more 
C| preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
i ammo acid sequence of residue 1 or about 18 to about 1 16, inclusive of Figure 222 (SEQ ID NO:378), or (b) 

the con:5>lement of the DNA of (a). 
25 Another embodiment is directed to fragments of a PR01561 polypeptide coding sequence that may find 

use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be derived 
from the nucleotide sequence shown in Figure 221 (SEQ ID NO:377). 
30 In another embodiment, the invention provides isolated PR01561 polypeptide encoded by any of the 

isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PRO 1561 polypeptide, which in 
certain embodiments, includes an amino acid sequence comprising residues 1 or about 18 to about 116ofFigure 
222 (SEQ ID NO:378). 

35 In another aspect, flie invention concerns an isolated PR01561 polypeptide, comprising an amino acid 

sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 or about 18 to about 116, inclusive of Figure 222 (SEQ ID NO:378). 

In a fiirther aspect, the invention concerns an isolated PR01561 polypeptide, comprising an amino acid 

255 



sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 
of residues 1 or about 18 to about 116, inclusive of Figure 222 (SEQ ID NO:378). 

In yet another aspect, the invention concerns an isolated PRO 1561 polypeptide, comprising the sequence 
of amino acid residues 1 or about 18 to about 116, inclusive of Figure 222 (SEQ ID NO:378), or a fragment 
5 thereof sufficient to provide a binding site for an anti-PR01561 antibody. Preferably, the PR01561 fragment 
retains a qualitative biological activity of a native PRO 1561 polypeptide. 

In a still fiirther aspect, the invention provides a polyp^tide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01561 polypeptide having the 
sequence of amino acid residues from about 1 or about 18 to about 116, inclusive of Figure 222 (SEQ ID 
10 NO:378), or (b) flie complement of the DNA molecule of (a), and if the test DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 
90% sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host 
liS: cell conq)rising the test DNA molecule under conditions suitable for e3q)ression of the polypeptide, and (iii) 

recovering tiie polypeptide from the cell culture. 
|:,?,15 In yet another embodiment, the invention concerns agonists and antagonists of a native PR01561 

j^JI polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01561 antibody. 
Lr,: In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 

ii| native PR01561 polypeptide by contacting the native PR01561 polypeptide with a candidate molecule and 
I P monitoring a biological activity mediated by said polypeptide. 

5 1|20 Ma still further embodiment, the invention concerns a composition comprising a PR01561 polypeptide, 

1:55, 

= ^ or an agonist or antagonist as hereinabove defined, in combination wifli a pharmaceutically acceptable carrier. 

1=^ 112. PR01567 

A cDNA clone (DNA76541-1675) has been identified that encodes a novel polypeptide having homology 
25 to the expression product of the colon specific gene, CSG6, and is designated in the present application as 
"PR01567''. 

In one embodiment, the invention provides an isolated nucleic acid molecule conq)rising DNA encoding 
a PR01567 polypeptide. 

30 In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 

preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO 1567 polypeptide having 
the sequence of amino acid residues from 1 or about 23 to about 178, inclusive of Figure 224 (SEQ ID N0:383), 
or (b) the con:q>lemeirt of the DNA molecule of (a). 

35 In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1567 

polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 175 and 
about 642, inclusive, of Figure 223 (SEQ ID N0:382), Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

la a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
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at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203409 
(DNA76541-1675), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203409 (DNA76541-1675). 

In a still fiirther aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 23 to about 178, inclusive of Figure 224 (SEQ ID 
NO:383), or the complement of the DNA of (a). 

Li a fiirther aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PR01567 polypeptide having the sequence of 
amino acid residues from about 23 to about 178, inclusive of Figure 224 (SEQ ID NO:383), or (b) the 
complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, 
preferably at least about an 85 % sequence identity, more preferably at least about a 90% sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1567 polypq)tide, with or without the N-terminal signal sequence, or is complementary to such encoding 
micleic acid molecule. The signal peptide has been tentatively identified as extending from amino acid position 
1 through about amino acid position 22 in the sequence of Figure 224 (SEQ ID NO:383). 

In another aspect, the invention concerns an isolated nucleic acid molecule conq>rising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 23 to about 178, inclusive of Figure 224 (SEQ ID NO:383), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PR01567 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PRO 1567 polypq)tide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO 1567 polypeptide, which in 
one embodiment, includes an amino acid sequence comprising residues 23 to 178 of Figure 224 (SEQ ID 
NO:383). 

In another aspect, the invention concerns an isolated PR01567 pol5^ptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 23 to about 178, inclusive of Figure 224 (SEQ ID NO:383). 
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In a further aspect, the invention concerns an isolated PR01567 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 23 to 178 of Figure 224 (SEQ ID NO:383). 

In yet another aspect, the invention concerns an isolated PR01567 polypeptide, comprising the sequence 
5 of amino acid residues 23 to about 178, inclusive of Figure 224 (SEQ ID NO:383), or a fragment thereof 
sufficient to provide a binding site for an anti-PR01567 antibody. Preferably, the PR01567 fragment retains 
a qualitative biological activity of a native PR01567 polypeptide. 

In a still fiirther aspect, the invention provides a polj^eptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01567 polypeptide having the 
10 sequence of amino acid residues from about 23 to about 178, inclusive of Figure 224 (SEQ ID NO:383), or (b) 
the con:q)lement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b) , (ii) culturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
15 polyp^tide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PR01567 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01567 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PR01567 polypeptide, by contacting the native PR01567 polypeptide with a candidate molecule and 
20 monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, flie invention concerns a composition comprising a PR01567 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutically acceptable carrier. 

113. PR01693 

25 A cDNA clone (DNA77301-1708) has been identified, having homology to nucleic acid encodmg an 

insulin-like growth factor binding protein that encodes a novel polypeptide, designated m the present application 
as "PR01693". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01693 polypeptide. 

30 In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 

preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PR01693 polypeptide having 
the sequence of ammo acid residues from about 1 or about 34 to about 513, inclusive of Figure 226 (SEQ ID 
NO:385), or (b) the conqjlement of the DNA molecule of (a). 

35 In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PR01693 

polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 508 
or about 607 and about 2046, inclusive, of Figure 225 (SEQ ID NO:384). Preferably, hybridization occurs 
under stringent hybridization and wash conditions. 

In a further aspect, the mvention concerns an isolated nucleic acid molecule comprising DNA having 
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at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203407 
(DNA77301-1708) or (b) the complement of the nucleic acid molecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in 
ATCC Dq)ositNo. 203407 (DNA77301-1708). 

In still a further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues I or about 34 to about 513, inclusive of Figure 226 (SEQ ID 
NO:385), or (b) the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least 175 
nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a- DNA 
molecule encodmg a PR01693 polypeptide having the sequence of amino acid residues from 1 or about 34 to 
about 513, inclusive of Figure 226 (SEQ ED NO:385), or (b) the complement of the DNA molecule of (a), and, 
if the DNA molecule has at least about an 80 % sequence identity, prefereably at least about an 85% sequence 
identity, more preferably at least about a 90% sequence identity, most preferably at least about a 95% sequence 
identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01693 polypeptide, with or without the N-terminal signal sequence and/or the initiating methionine, and 
its soluble, i.e., transmembrane domain deleted or inactivated variants, or is complementary to such encodmg 
nucleic acid molecule. The signal peptide has been tentatively identified as extending from about amino acid 
position 1 to about amino acid position 33 in the sequence of Figure 226 (SEQ ID NO:385). The transmembrane 
domain has been tentatively identified as extending from about amino acid position 420 to about amino acid 
position 442 in the PR01693 ammo acid sequence (Figure 226, SEQ ID NO:385). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 1 or about 34 to about 513, uiclusive of Figure 226 (SEQ ED NO:385), or (b) 
the complement of the DNA of (a). 

Another embodiment is dkected to fi-agments of a PR01693 polypeptide codmg sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably .from about 20 to about 50 
nucleotides in length and most preferably fiiom about 20 1» about 40 nucleotides ui length and may be derived 
from the nucleotide sequence shown in Figure 225 (SEQ ID NO:384). 

In another embodiment, the invention provides isolated PROI693 polypeptide encoded by any of flie 
isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PR01693 polypeptide, which in 
certain embodiments, includes an amino acid sequence con5)rising residues 1 or about 34 to about 513 of Figure 
226 (SEQ ID NO:385). 
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In another aspect, the invention concerns an isolated PR01693 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 or about 34 to about 513, inclusive of Figure 226 (SEQ ID NO:385). 

In a further aspect, the invention concerns an isolated PRO 1693 polypeptide, comprising an amino acid 
5 sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 1 or about 34 to about 513, inclusive of Figure 226 (SEQ ID NO:385). 

M yet another aspect, the invention concerns an isolated PROl 693 polypeptide, comprising the sequence 
of amino acid residues 1 or about 34 to about 513, inclusive of Figtire 226 (SEQ ID NO:385), or a fragment 
10 thereof sufficient to provide a binding site for an anti-PR01693 antibody. Preferably, the PR01693 fragment 
retains a qualitative biological activity of a native PR01693 polypeptide. 

In a still further aspect, the mvention provides a polypeptide produced by (i) hybridizing a test DNA 
h& molecule under stringent conditions with (a) a DNA molecule encoding a PRO 1693 polypeptide having the 
y sequence of amino acid residues from about I or about 34 to about 513, inchisive of Figure 226 (SEQ ID 
hi 15 NO:385), or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about 
yj an 80% sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 
yj; 90% sequence identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a host 
?|| cell comprising the test DNA molecule imder conditions suitable for expression of the polypeptide, and (iii) 

recovering the polypeptide from the cell culture. 
Ill 20 In yet another embodiment, the invention concerns agonists and antagonists of a native PR01693 

f polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01693 antibody. 
1:1 In a fiirther embodiment, the invention concerns a method of identifying agonists or antagonists of a 

hA native PR01693 polypeptide by contactmg the native PR01693 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 
25 In a still fiirther embodiment, the invention concerns a composition comprising a PR01693 polypeptide, 

or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutically acceptable carrier. 

114. PR01784 

A cDNA clone CDNA77303-2502) has been identified fliat encodes a novel transmembrane polypeptide 
30 designated in the present application as "PR01784.'' 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01784 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% seqpience identity, more preferably at least about 90% sequence identity, most 
35 preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR01784 polypeptide having 
flie sequence of amino acid residues from 1 or about 30 to about 146, inclusive of Figure 228 (SEQ ID NO:390), 
or (b) the con^lement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PR01784 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 155 and 
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about 505, inclusive, of Figure 227 (SEQ ID NO:389). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a ftirlher aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203479 
(DNA77303-2502), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encodmg the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203479 (DNA77303-2502). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 30 to about 146, inclusive of Figure 228 (SEQ ID 
NO:390), or the con5)lement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PR01784 polypeptide having the sequence of 
amino acid residues from about 30 to about 146, inclusive of Figure 228 (SEQ ID NO:390), or (b) the 
complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, 
preferably at least about an 85 % sequence identity, more preferably at least about a 90 % sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b), isolatiog the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01784 polypeptide, with or without tbe N-terminal signal sequence and/or the initiating methionine, and 
its soluble, i.e. transmembrane domain deleted or inactivated variants, or is conq)lementary to such encoding 
nucleic acid molecule. The signal peptide has been tentatively identified as extending fix)m amiao acid position 
1 through about amino acid position 29 in the sequence of Figure 228 (SEQ ID NO:390). The transmembrane 
domain has been tentatively identified as extending from about amino acid position 52 through about amino acid 
position 70 in the PR01784 amino acid sequence (Figure 228, SEQ ID NO:390). 

In another aspect, the mvention concerns an feolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
anodno acid sequence of residues 30 to about 146, inclusive of Figure 228 (SEQ ID NO:390), or (b) the 
congqplement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1784 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PR01784 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PR01784 polypeptide, which in 
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one embodiment, includes an amino acid sequence comprising residues 30 through 146 of Figure 228 (SEQ ED 
NO:390). 

In another aspect, the invention concerns an isolated PR01784 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
5 sequence of amino acid residues 30 to about 146, inclusive of Figure 228 (SEQ ID NO:390). 

In a further aspect, the invention concerns an isolated PR01784 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when con^ared witii the amino acid sequence 
of residues 30 through 146 of Figure 228 (SEQ ID NO:390). 
10 In yet another aspect, the invention concerns an isolated PR01784 polypeptide, comprising the sequence 

of amino acid residues 30 to about 146, inclusive of Figure 228 (SEQ ID NO:390), or a fragment thereof 
sufficient to provide a binding site for an anti-PR01784 antibody. Preferably, the PR01784 fragment retains 
\=h a qualitative biological activity of a native PR01784 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
15 molecule under stringent conditions with (a) a DNA molecule encoding a PR01784 polypeptide having the 
m sequence of amino acid residues firom about 30 to about 146, inchisive of Figure 228 (SEQ ID NO:390), or (b) 
complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
^11 identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a host cell comprising 
i1|20 the test DNA molecule under conditions suitable for e3q>ression of the polypeptide, and (iii) recovering the 
n polyp^de fitxttn the cell culture. 

r| In yet another embodunent, the invention concerns agonists and antagonists of a native PRO 1784 

r«-' polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01784 antibody. 

In a fiirther embodiment, the invention concerns a method of identifying agonists or antagonists of a 
25 native PR01784 polypeptide, by contacting the native PR01784 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still finrther embodiment, the invention concerns a conrposition comprising a PR01784 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a phaimaceutically acceptable carrier. 

30 115. PRO1605 

A cDNA clone (DNA77648-1688) has been identified, havmg homology to nucleic acid encoding a 
glycosyltransferase protein that encodes a novel polypeptide, designated in the present application as 
'•PRO1605". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
35 a PRO1605 polypeptide. 

In one aspect, fee isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PRO1605 polypeptide having 
the sequence of amino acid residues from about 1 or about 27 to about 140, mclusive of Figure 230 (SEQ ID 
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NO:395), or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1605 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 425 
or about 503 and about 844, inclusive, of Figure 229 (SEQ ID NO:394). Preferably, hybridization occurs under 
stringent hybridization and vi^ash conditions. 

In a fiirther aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by flie human protein cDNA in ATCC Deposit 203408 
(DNA77648-1688) or (b) the complement of the nucleic acid molecule of (a). In a preferred ernbodiment, the 
nucleic acid conq)rises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 203408 (DNA77648-1688). 

In still a further aspect, the invention concerns an isolated nucleic acid molecule conqjrising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues 1 or about 27 to about 140, inclusive of Figure 230 (SEQ ID 
NO:395), or (b) the complement of the DNA of (a). 

In a fiirther aspect, the invention concerns an isolated nucleic acid molecule having at least 380 
nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PRO1605 polypeptide havuig the sequence of amino acid residues from 1 or about 27 to 
about 140, inclusive of Figure 230 (SEQ ID NO:395), or (b) the complement of the DNA molecule of (a), and, 
if the DNA molecule has at least about an 80 % sequence identity, prefereably at least about an 85% sequence 
identity, more preferably at least about a 90% sequence identity, most preferably at least about a 95% sequence 
identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO1605 polypeptide, with or without Ihe N-terminal signal sequence and/or the initiating methionine, or is 
complementary to such encoding nucleic acid molecule. The signal peptide has been tentatively identified as 
extendmg from about amino acid position 1 to about ammo acid position 26 in the sequence of Figure 230 (SEQ 
ID NO:395). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared witii the 
amino acid sequence of residues 1 or about 27 to about 140, inclusive of Figure 230 (SEQ ID NO:395), or (b) 
the complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO1605 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in lengtii, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length and most preferably from about 20 to about 40 nucleotides m length and may be derived 
from the nucleotide sequence shown in Figure 229 (SEQ ID NO:394). 

In another embodiment, the invention provides isolated PRO1605 polypeptide encoded by any of tiie 
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isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the mvention provides isolated native sequence PRO1605 polypeptide, which in 
certain embodiments, includes an amino acid sequence comprising residues 1 or about 27 to about 140 of Figure 
230 (SEQ ID NO:395). 

In another aspect, the invention concerns an isolated PRO1605 polypeptide, comprising an amino acid 
sequence havujg at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 or about 27 to about 140, inclusive of Figure 230 (SEQ ID NO:395). 

In a further aspect, the invention concerns an isolated PRO1605 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when con^ared with the amino acid sequence 
of residues 1 or about 27 to about 140, inclusive of Figure 230 (SEQ ID NO:395). 

In yet another aspect, the invention concerns an isolated PRO1605 polypeptide, comprising the sequence 
of amino acid residues 1 or about 27 to about 140, inclusive of Figure 230 (SEQ ID NO:395), or a fragment 
thereof sufficient to provide a bindmg site for an anti-PRO1605 antibody. Preferably, the PRO1605 fragment 
retains a qualitative biological activity of a native PRO 1605 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO1605 polypeptide having the 
sequence of ammo acid residues from about 1 or about 27 to about 140, inclusive of Figure 230 (SEQ ID 
NO:395), or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 
90% sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host 
cell comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 

Li yet another embodiment, the invention concerns agonists and antagonists of a native PRO1605 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PRO1605 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PRO1605 polypeptide by contacting the native PRO1605 polypq)tide widi a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PR016Q5 polypeptide, 
or an agonist or antagonist as hereinabove defmed, in combination with a pharmaceutically acceptable carrier. 

116. PR01788 

A cDNA clone (DNA77652-2505) has been identified that encodes a novel polypeptide having homology 
to leucine-rich repeat protems and designated in the present application as "PROllSS." 

Jn one embodiment, the mvention provides an isolated nucleic acid molecule comprising DNA encodmg 
a PR01788 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encodmg a PR01788 polypeptide having 

264 



the sequence of amino acid residues from 1 or about 17 to about 353, inclusive of Figure 232 (SEQ ID NO:397), 
or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PR01788 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 1 12 and 
about 1122, inclusive, of Figure 231 (SEQ ID NO:396). Preferably, hybridization occurs under stringent 
5 hybridization and wash conditions. 

In a fiirther aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203480 
10 (DNA77652-2505), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203480 (DNA77652-2505). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule con^jrising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
15 identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 17 to about 353, inclusive of Figure 232 (SEQ ID 
NO:397), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
20 nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under soingent conditions with (a) a DNA molecule encoding a PR01788 polypeptide having the sequence of 
anuno acid residues from about 17 to about 353, inclusive of Figure 232 (SEQ ID NO:397), or (b) the 
con5)lement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, 
preferably at least about an 85 % sequence identity, more preferably at least about a 90 % sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b), isolating tiie test DNA molecule. 

In a specific aspect, the invention provides aa isolated nucleic acid molecule con^rising DNA encodmg 
a PR01788 polypeptide, with or without the N-terminal signal sequence and/or the initiating methionine, and 
Its soluble, i.e. transmembrane domain deleted or inactivated variants, or is conq)lementary to such encoding 
nucleic acid molecule. The signal peptide has been tentatively identified as extending from amino acid position 
1 tiirough about amino acid position 16 in the sequence of Figure 232 (SEQ ID NO:397). Transmembrane 
domains have been tentatively identified as extending from about amino acid position 215 through about amino 
acid position 232 and about amino acid position 287 through about amino acid position 304 in the PR01788 
amino acid sequence (Figure 232, SEQ ID NO:397). 

fit another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 17 to about 353, inclusive of Figure 232 (SEQ ID NO:397), or (b) &e 
complemaat of the DNA of (a). 

Anoflier embodunent is directed to fragments of a PR01788 polypeptide coding sequence that may find 
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use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PR01788 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PR01788 polypeptide, which in 
one embodiment, includes an amino acid sequence comprising residues 17 to 353 of Figure 232 (SEQ ID 
NO:397). 

In another aspect, the invention concerns an isolated PROI788 polypq>tide, con5)rising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% seqpience identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 17 to about 353, mclusive of Figure 232 (SEQ ED NO:397). 

In a further aspect, the invention concerns an isolated PR01788 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when conpared with the amino acid sequence 
of residues 17 to 353 of Figure 232 (SEQ ID NO:397). 

la yet another aspect, the invention concerns an isolated PRO 1788 polypeptide, comprising the sequence 
of ammo acid residues 17 to about 353, inclusive of Figure 232 (SEQ ID NO:397), or a fragment thereof 
sufficient to provide a bmding site for an anti-PR01788 antibody. Preferably, the PR01788 fragment retains 
a qualitative biological activity of a native PR01788 polypeptide. 

In a still fiirtiier aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01788 polypeptide having the 
sequence of amino acid residues from about 17 to about 353, inclusive of Figure 232 (SEQ ED NO:397), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PR01788 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01788 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PR01788 polypeptide, by contacting the native PR01788 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns acomposition comprising aPR01788 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutically acceptable carrier. 

117. PRO1801 

A cDNA clone (DNA83500-2506) has been identified, having homology to nucleic acid encoding IL-19 
polypeptide, that encodes a novel polypeptide, designated in the present application as "PRO1801". 

In one embodiment, the mvention provides an isolated nucleic acid molecule con^jrising DNA encoding 
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a PRO1801 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PRO 1801 polypeptide having 
the sequence of amino acid residues from about 1 or about 43 to about 261, inclusive of Figure 234 (SEQ ID 
NO:402), or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1801 
polypeptide coniprising DNA hybridizing to the coraplement of the nucleic acid between about nucleotides 109 
or about 235 and about 891, inclusive, of Figure 233 (SEQIDNO:401). Preferably, hybridization occurs under 
stringent hybridization and wash conditions. 

In a fiarther aspect, the inveittion concerns an isolated nucleic acid molecule conq)rising DNA having 
at least about 80% sequence identity, preferably at least abotit 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203391 
(DNA83500-2506) or (b) the complement of the nucleic acid molecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 203391 (DNA83500-2506). 

In still a further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues 1 or about 43 to about 261, inclusive of Figure 234 (SEQ ID 
NO:402), or (b) die complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 30 
nucleotides, usually at least about 50 nucleotides, more usually at least about 100 nucleotides and generally at 
least about 150 nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with 
(a) a DNA molecule encoding a PRO 1801 polypeptide having the sequence of amino acid residues from 1 or 
about 43 to about 261, inclusive of Figure 234 (SEQ ID NO:402), or (b) the complement of the DNA molecule 
of (a), and, if the DNA molecule has at least about an 80 % sequeoce identity, preferably at least about an 85% 
sequence identity, more preferably at least about a 90% sequence identity, most preferably at least about a 95% 
sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO1801 polypeptide, with or without the N-termuial signal sequence and/or the initiating methionine, or is 
con^lementary to such encoding nucleic acid molecule. The signal peptide has been tentatively identified as 
extending from about amino acid position 1 to aibout amino acid position 42 in the sequence of Figure 234 (SEQ 
ID NO:402). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 1 or about 43 to about 261 , inclusive of Figure 234 (SEQ ID NO:402), or (b) 
the con:q)lement of the DNA of (a). 
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Another embodiment is directed to fragments of a PRO 1801 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably fi'om about 20 to about 50 
nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be derived 
from the nucleotide sequence shown in Figure 233 (SEQ ID NO:401). 
5 Li another embodiment, the invention provides isolated PRO1801 polypeptide encoded by any of the 

isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PRO1801 polypeptide, which in 
certain embodiments, includes an amino acid sequence conq)rising residues 1 or about 43 to about 261 of Figure 
234 (SEQ ID NO:402). 

10 III another aspect, the inveiitionconcenis an isoktedPROlSOl polypeptide, comprising an amino acid 

sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to flie 
sequence of amino acid residues 1 or about 43 to about 261, inclusive of Figure 234 (SEQ ID NO:402). 

In a further aspect, the invention concerns an isolated PRO1801 polypeptide, conq>rising an amino acid 

15 sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90 % positives , most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 1 or about 43 to about 261, inclusive of Figure 234 (SEQ ID NO:402). 

In yet another aspect, the invention concerns an isolated PRO 1801 polypeptide, comprising the sequence 
of amino acid residues 1 or about 43 to about 261, inclusive of Figure 234 (SEQ ID NO:402), or a fragment 

20 thereof sufficient to provide a binding site for an anti-PRO1801 antibody. Preferably, the PRO1801 fragment 
retains a qualitative biological activity of a native PRO180I polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO1801 polypeptide having the 
sequence of amino acid residues from about 1 or about 43 to about 261, inclusive of Figure 234 (SEQ ID 

25 NO:402), or (b) the conq>lement of the DNA molecule of (a), and if flte test DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 
90% sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host 
cell comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 

30 In yet another embodiment, the invention concerns agonists and antagonists of a native PRO1801 

polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PRO1801 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PRO1801 polypeptide by contacting the native PRO1801 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

35 In a still fiirther embodiment, the invention concerns a conq)osition comprismg a PRO1801 polypeptide, 

or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutically acceptable carrier. 

Another embodiment of the present invention is directed to a method of inhibiting the production of an 
inflammatory cytokine by a cell capable of producing that inflammatory cjrtokine, wherein the method conq)rises 
the step of contactuig the cell with a PRO1801 polypeptide, wherein the production of the inflammatory cytokine 



is inhibited. The cell may be, for example, a T-cell, an NK cell or a macrophage and the inflanramtory cjrtokine 
whose production is inhibited may be, for example, IL-1, IL-6, IFN-y or TNF-a. 

A further embodiment of the present invention is directed to a method for the treatment of an individual 
in need of immunosuppression, wherein the method comprises the step of administering to the individual an 
immunosuppressive amount of a PRO1801 polypeptide. The individual in need of immunosuppression may 
5 suffer from an autoimmune disease, such as rheumatoid arthritis, myasthenia gravis, insulin-dependent diabetes 
mellitus, systemic lupus eryfliematosus, thyroiditis or colitis, or from septic shock, endotoxic shock or any other 
type of disorder where immunosuppression is desired. The individual may also be one who has received or is 
to receive a tissue transplant, where the method serves to inhibit rejection of the tissue transplant. 
Other embodiments will become evident i^on a reading of the present specification. 

10 

118. UCP4 

A cDNA clone (DNA77568-1626) has been identified, having certain homologies to some known human 
uncoupling proteins, that encodes a novel polypeptide, designated in the present application as "UCP4." 

15 In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 

a UCP4 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a UCP4 polypeptide having the 
20 sequence of amino acid residues from about 1 to about 323, inclusive of Figure 236 (SEQ ID NO:406), or (b) 
the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic add molecule encoding a UCP4 polypeptide 
con^jrising DNA hybridizing to the complement of the nucleic acid between about nucleotides 40 and about 1011 
inclusive, of Figure 235 (SEQ ID NO:405). Preferably, hybridization occurs under stringent hybridization and 
25 wash conditions. 

In a furflier aspect, the invention concerns an isolated nucleic acid molecule conprising DNA having 
at least about 80% sequence identity, preferably at least about 85 % sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203 134, or 

30 (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic acid comprises a DNA 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203134. 
In a stiU further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA encoding 
a polypeptide having at least about 80 % sequence identity, preferably at least about 85 % sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 

35 sequence of amino acid residues from about 1 to about 323, inclusive of Figure 236 (SEQ ID NO:406), or the 
conqjlement of the DNA of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule conq)rising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when conipared with the 
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amino acid sequence of residues 1 to about 323, inclusive of Figure 236 (SEQ ID NO:406), or (b) the 
complement of the DNA of (a). 

Further embodiments of the invention are directed to fragments of the UCP4 coding sequence, which 
are sufficiently long to be used as hybridization probes. Preferably, such fragments contain at least about 20 
to about 80 consecutive bases included in the sequence of Figure 235 (SEQ ID NO:405). Optionally, such 
5 fragments include the N-terminus or the C-terminus of the sequence of Figure 236 (SEQ ID NO:406). 

In another embodiment, the invention provides isolated UCP4 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

La a specific aspect, the invention provides isolated native sequence UCP4 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 1 to 323 of Figure 236 (SEQ ID NO:406). 
10 Iq another aspect, the invention concerns an isolated UCP4 polypeptide, conq)rising an amino acid 

sequence havmg at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 to about 323, mclusive of Figure 236 (SEQ ID NO:406). 

In a further aspect, the invention concerns an isolated UCP4 polypeptide, con^nising an amino acid 
15 sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 
of residues 1 to 323 of Figure 236 (SEQ ID NO:406). 

In yet another aspect, the mvention concerns an isolated UCP4 polypeptide, comprismg the sequence 
of amino acid residues 1 to about 323, inclusive of Figure 236 (SEQ ID NO:406), or a fragment thereof 
20 siifBcient to, for instance, provide a binding site for an anti-UCP4 antibody. Preferably, the IICP4 fragment 
retains at least one biological activity of a native UCP4 polypeptide. 

In a still furflier aspect, the mvention provide a polypeptide produced by (1) hybridizing a test DNA 
molecule under strmgent conditions with (a) a DNA molecule encoding a UCP4 polypeptide havmg the sequence 
of amino acid residues from about 1 to sibout 323, inclusive of Figure 236 (SEQ ID NO:406), or (b) the 
25 con^lement of the DNA molecule of (a), and if flie test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b) , (ii) culturing a host cell comprising 
the test DNA molecule imder conditions suitable for e3q)ression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 
30 In yet another embodiment, the invention concerns agonists and antagonists of the native UCP4 

polypeptide. In a particular embodiment, the agonist or antagonist is an anti-UCP4 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native UCP4 polypeptide, by contacting the native UCP4 polypeptide with a candidate molecule and monitoring 
flie deshed activity. The invention also provides therapeutic methods and diagnostic methods usmg UCP4. 
35 In a still further embodiment, the invention concerns a composition comprismg a UCP4 polypeptide, 

or an agonist or antagonist as hereinabove defined, in combination with a carrier. 



119. 



PR0193 

A cDNA clone (DNA23322-1393) has been identified that encodes a novel multi-ti^membrane 
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polypeptide, designated in the present application as "PR0193." 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR0193 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
5 preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PRO 193 polypeptide having 
the sequence of amino acid residues firom about 1 to about 158, inclusive of Figure 238 (SEQ ID NO:410), or 
(b) the conq)lement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PR0193 
polypeptide comprising DNA hybridizing to the conq)lement of the nucleic acid between about residues 138 and 
10 about 611, inclusive, of Figure 237 (SEQ ID NO:409). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule con5)rising DNA having 
at least about 80% sequaice identity, preferably at least about 85% sequence identity, more preferably at least 

15 about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203400 
(DNA23322-1393), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203400 (DNA23322-1393). 

20 In a still further aspect, the invention concerns an isolated tucleic acid molecule comprising (a) DNA 

encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 1 to about 158, inclusive of Figmre 238 (SEQ ID 
NO:410), or the con^lement of the DNA of (a). 

25 In a further aspect, the invention concerns an isolated nucleic acid molecule produced by hybridizing 

a test DNA molecule under stringent conditions with (a) a DNA molecule encoding a PR0193 polypeptide 
having the sequence of amino acid residues from about 1 to about 158, inclusive of Figure 238 (SEQ ID 
NO:410), or (b) the complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 
80 % sequence identity, preferably at least about an 85 % sequence identity, more preferably at least about a 90% 

30 sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA 
molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 193 polypeptide m its soluble form, i.e. transmembrane domain deleted or inactivated variants, or is 
complementary to such encoding nucleic acid molecule. The transmembrane domain has been tentatively 
35 identified as extending from about amino acid positions 23-42, 60-80, 97-1 17 and 128-148 in the PR0193 amino 
acid sequence (Figure 238, SEQ ID NO:410). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoriiig at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
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amino acid sequence of residues 1 to about 158, inclusive of Figure 238 (SEQ ID NO:410), or (b) the 
complement of the DNA of (a). 

In another embodiment, the invention provides isolated PR0193 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO 193 polypeptide, which in one 
5 embodiment, includes an amino acid sequence comprising residues 1 through 158 of Figure 238 (SEQ ID 
NO:410). 

In another aspect, the invention concerns an isolated PRO 193 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
10 sequence of amino acid residues 1 to about 158, inclusive of Figure 238 (SEQ ID NO:410). 

In a further aspect, fbe inveation concerns an isolated PR0193 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90 % positives , most preferably at least about 95 % positives when conq)ared with the amino acid sequence 
15 of residues 1 through 158 of Figure 238 (SEQ ID NO:410). 

In a still further aspect, the invention provides a polypq)tide produced by (i) hybridizing a test DNA 
molecule imder stringent conditions with (a) a DNA molecule encoding a PRO 193 polypeptide having the 
sequence of amino acid residues from about 1 to about 158, inclusive of Figure 238 (SEQ ID NO:410), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
20 identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least abotit a 95% sequence identity to (a) or (b), (ii) culturing a host cell comprisuig 
the test DNA molecule under conditions suitiible for expression of the polypeptide, and (iii) recovering the 
polypeptide from flie cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of the a native PR0193 
25 polypeptide. In a particular embodiment, flie agonist or antagonist is an anti-PR0193 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PR0193 polypeptide, by contacting the native PR0193 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the iavention concerns a coir^josition comprising a PRO 193 polypeptide, 
30 or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutically acceptable carrier. 

120. PRO1130 

A cDNA clone (DNA59814-1486) has been identified, having homology to nucleic acid encoding the 
himian 2-19 protein that encodes a novel polypeptide, designated in the present application as "PROl 130" . 
35 In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 

a PROl 130 polypeptide. 

In one aspect, the isolated nucleic acid conqjrises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoduig a PROl 130 polypeptide having 
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the sequence of amino acid residues from about 1 or about 16 to about 224, inclusive of Figure 240 (SEQ ID 
NO:415), or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO1130 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 312 
or ^out 357 and about 983, inclusive, of Figure 239 (SEQ ED NO:414). Preferably, hybridization occurs under 
5 stringent hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203359 
10 (DNA59814-1486) or (b) the con^lement of the nucleic acid molecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polyi)eptide encoded by the human protein cDNA in 
ATCC Deposit No. 203359 (DNA59814-1486). 
I In still a fiiither aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 

encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
La 15 identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
j j| identity to the sequence of amino acid residues 1 or about 16 to about 224, inclusive of Figure 240 (SEQ ID 

\2 NO:415), or (b) the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least 10 
i^^i^ nucleotides and produced by hybridizing a test DNA molecule imder stringent conditions with (a) a DNA 
! II 20 noolecule encoding a PROl 130 polypeptide having the sequence of amino acid residues from 1 or about 16 to 

3.;?,. 

[ J about 224, inclusive of Figure 240 (SEQ ID NO:415), or (b) the complement of the DNA molecule of (a), and, 
if the DNA molecule has at least about an 80 % sequence identity, prefereaWy at least about an 85% sequence 
identity, more preferably at least about a 90 % sequence identity, most preferably at least about a 95 % sequence 
identity to (a) or (b), isolating the test DNA molecule. 
25 In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 

a PROl 130 polypeptide, with or without the N-terminal signal sequence and/or the initiating methionine, or is 
coniplementary to such encoding nucleic acid molecule. The signal peptide has been tentatively identified as 
extending from about amino acid position 1 to about amino acid position 15 in die sequence of Figure 240 (SEQ 
ID NO:415). 

30 In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 

encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 1 or about 16 to about 224, mclusive of Figure 240 (SEQ ID NO:415), or (b) 
the complement of the DNA of (a). 

35 Another embodiment is directed to fragments of a PROl 130 polypeptide coding sequence that may find 

use as hybridization probes- Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be derived 
from the nucleotide sequence shown in Figure 239 (SEQ ID NO:414). 
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In another embodiment, the invention provides isolated PRO1130 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PRO 11 30 polypeptide, which in 
certain embodiments, includes an amino acid sequence comprising residues 1 or about 16 to about 224 of Figure 
240 (SEQ ID NO:415). 

5 In another aspect, the invention concerns an isolated PROl 130 polypeptide, comprising an amino acid 

sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 or about 16 to about 224, inclusive of Figure 240 (SEQ ID NO:415), 

10 In a further aspect, the invention concerns an isolated PROl 130 polypeptide, comprising an amino acid 

sequence scoring at least aboxst 80% positives, preferably at least about 85% positives, more preferably at least 
about 90 % positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 1 or about 16 to about 224, inclusive of Figure 240 (SEQ ID NO:415). 

In yet another aspect, flie invention concerns an isolated PROl 130 polypeptide, conq)rising the sequence 
15 of amino acid residues 1 or about 16 to about 224, inclusive of Figure 240 (SEQ ID NO:415), or a fragment 
thereof sufficient to provide a binding site for an anti-PROl 130 antibody. Preferably, the PROl 130 fragment 
retains a qualitative biological activity of a native PRO1130 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PROl 130 polypeptide having the 
20 sequence of amino acid residues from about 1 or about 16 to about 224, inclusive of Figure 240 (SEQ ID 
NO:415), or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least abotit 
an 80% sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 
90% sequence identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) ctilturing a host 
cell comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
25 recovering the polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO1130 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PROl 130 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PROl 130 polypeptide by contacting the native PROl 130 polypeptide with a candidate molecule and 
30 monitoring a biological activity mediated by said polypeptide. 

In a stiU further embodiment, the invention concerns a composition comprising a PROl 130 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutically acceptable carrier. 

121. PR01335 

35 A cDNA clone (DNA62812-1594) has been identified, havii^ homology to nucleic acid encoding 

carbonic anhydrase that encodes a novel polypeptide, designated m the present application as "PR01335''. 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01335 polypeptide. 

In one aspect, the isolated nucleic acid conq>rises DNA having at least about 80% sequence identity, 
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preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR01335 polypeptide having 
the sequence of amino acid residues from about 1 or about 16 to about 337, inclusive of Figure 242 (SEQ ID 
NO:423), or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PR01335 
5 polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 271 
or about 316 and about 1281, inclusive, of Figure 241 (SEQ ID NO:422). Preferably, hybridization occurs 
under stringeni hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprisititg DNA having 

10 at least about 80% sequence identity, preferably at least about 85 % sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203248 
(DNA62812-1594) or (b) the complement of the nucleic acid molecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in 

15 ATCC Deposit No. 203248 (DNA62812-1594). 

In still a further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues 1 or about 16 to about 337, inclusive of Figure 242 (SEQ ID 

20 NO:423), or (b) the complement of the DNA of (a) . 

In a fiirther aspect, the invention concerns an isolated nucleic acid molecule having at least 180 
nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PRO 1335 polypeptide having the sequence of amino acid residues from 1 or about 16 to 
about 337, inclusive of Figure 242 (SEQ ID NO:423), or (b) the coniplement of the DNA molecule of (a), and, 

25 if the DNA molecule has at least about an 80 % sequence identity, prefereably at least about an 85% sequence 
identity, more preferably at least about a 90% sequence identity, most preferably at least about a 95% sequence 
identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01335 polypeptide, with or without the N-terminal signal sequence and/or the initiating methionine, and 

30 its soluble, i.e., transmembrane domain deleted or inactivated variants, or is complementary to such encoding 
nucleic acid molecule. The signal peptide has been tentatively identified as extending from about amino acid 
position 1 to about amino acid position 15 in the sequence of Figure 242 (SEQ ID NO:423) . The transmembrane 
domain has been tentatively identified as extending from about amino acid position 291 to about amino acid 
position 310 in the PR01335 amino acid sequence (Figxire 242, SEQ ID NO:423). 

35 In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 

encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when conq)ared with the 
amino acid sequence of residues 1 or about 16 to about 337, inclusive of Figure 242 (SEQ ID NO:423), or (b) 
the con:q)lement of the DNA of (a). 



Another embodiment is directed to fragments of a PR01335 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be derived 
from the nucleotide sequence shown in Figure 241 (SEQ ED NO:422). 
5 In another embodiment, the invention provides isolated PR01335 polypeptide encoded by any of the 

isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PR01335 polypeptide, which in 
certain embodiments, includes an amino acid sequence con^rising residues 1 or about 16 to about 337 of Figure 
10 242 (SEQ ID NO:423). 

In another aspect, the invention concerns an isolated PR01335 polypeptide, conqjrising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 or about 16 to about 337, inclusive of Figure 242 (SEQ ID NO:423). 
15 In a further aspect, the invention concerns an isolated PR01335 polypeptide, comprising an amino acid 

sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 1 or about 16 to about 337, inclusive of Figure 242 (SEQ ID NO:423). 

In yet another aspect, the invention concerns an isolated PR01335 polypeptide, comprising the sequence 
20 of amino acid residues 1 or about 16 to about 337, hiclusive of Figure 242 (SEQ ID NO:423), or a fragment 
thereof sufficient to provide a bmding site for an anti-PR01335 antibody. Preferably, flie PR01335 fragment 
retains a qualitative biological activity of a native PR01335 polypeptide. 

In a still fiirther aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO 1335 polypeptide having the 
25 sequence of annno acid residues from about 1 or about 16 to about 337, inclusive of Figure 242 (SEQ ID 
NO:423), or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 
90% sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host 
cell comprising the test DNA molecule imder conditions suitable for expression of the polypeptide, and (iii) 
30 recovering the polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 1335 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01335 antibody. 

In a fiirther embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PR01335 polypeptide by contacting flie native PR01335 polypeptide with a candidate molecule and 
35 monitoring a biological activity mediated by said polypeptide. 

In astiU further embodiment, the invention concerns a composition con:q)rising a PRO 1335 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combmation with a pharmaceutically acceptable carrier. 

122. PR01329 
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A cDNA clone (DNA66660-1585) has been identified that encodes a novel polypeptide designated in 
the present application as "PROISIP." 

In one embodiment, the invention provides an isolated nucleic acid molecule conq)rising DNA encoding 
a PR01329 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
5 preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule enaxiing a PR01329 polypeptide having 
the sequence of amino acid residues from 1 or about 17 to about 209, inclusive of Figure 244 (SEQ ID NO:429), 
or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PR01329 

10 polypeptide conq)rising DNA hybridizing to tiie con^lement of the nucleic acid between about residues 138 and 
about 716, inclusive, of Figure 243 (SEQ ID NO:428). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 

15 about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203279 
(DNA66660-1585), or (b) the complement of the DNA molecule of (a). In apreferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203279 (DNA66660-1585). 

20 Li a still furflier aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 

encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 17 to about 209, inclusive of Figure 244 (SEQ ID 
NO:429), or the coniplement of the DNA of (a). 

25 In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 

nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PR01329 polypeptide having the sequence of 
amino acid residues from about 17 to about 209, iaclusive of Figure 244 (SEQ ID NO:429), or (b) the 
complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, 

30 preferably at least about an 85 % sequence identity, more preferably at least about a 90 % sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01329 polypeptide, with or without the N-tenninal signal sequence and/or the initiating methionine, or is 
complementary to such encoding nucleic acid molecule. The signal peptide has been tentatively identified as 

35 extendii% from amino acid position 1 through about amino acid position 16 in the sequence of Figure 244 (SEQ 
ID NO:429). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when con:5>ared with the 



amino acid sequence of residues 17 to about 209, inclusive of Figure 244 (SEQ ID NO:429), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1329 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
5 nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

Li another embodiment, the invention provides isolated PR01329 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

hi a specific aspect, the invention provides isolated native sequence PR01329 polypeptide, which in 
one embodiment, includes an amino acid sequence comprising residues 17 to 209 of Figure 244 (SEQ ID 
10 NO:429). 

In another aspect, the invention concerns an isolated PR01329 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 17 to about 209, inclusive of Figure 244 (SEQ ID NO:429). 

15 In a further aspect, the invention concerns an isolated PR01329 polypeptide, comprising an amino acid 

sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90 % positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 17 to 209 of Figure 244 (SEQ ID NO:429). 

In yet another aspect, the invention concerns an isolated PRO 1 329 polypeptide, comprising the sequence 

20 of amino acid residues 17 to about 209, inclusive of Figure 244 (SEQ ID NO:429), or a fragment thereof 
sufficient to provide a binding site for an anti-PR01329 antibody. Preferably, the PR01329 fragment ret^s 
a qualitative biological activity of a native PR01329 polypeptide. 

hi a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01329 polypeptide having ttie 

25 sequence of amino acid residues fcom about 17 to about 209, inclusive of Figure 244 (SEQ ED NO:429), or (b) 
the con:g>lenient of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host cell conq}rising 
the test DNA molecule under conditions suitable for e;q>ression of tiie polypeptide, and (iii) recovering the 

30 polypeptide from the cell culture. 

123. PRO1550 

A cDNA clone (DNA76393-1664) has been identified that encodes a novel secreted polypeptide and 
designated in the present application as "PRO1550," 
35 In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 

a PRO1550 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% secpience identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PRO1550 polypeptide having 



the sequence of amino acid residues from 1 or about 3 1 to about 243, inclusive of Figure 246 (SEQ ID NO:43 1), 
or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1550 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 228 and 
about 866, inclusive, of Figure 245 (SEQ ID NO:430). Preferably, hybridization occurs under stringent 
5 hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule con^rising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polsrpeptide encoded by flie human protein cDNA in ATCC Deposit No. 203323 

10 (DNA76393-1664), or (b) flie complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203323 (DNA76393-1664). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule conq>rising (a) DNA 
encoding a polypeptide having at least about 80% sequence idetrtity, preferably at least about 85% sequence 

15 identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 31 to about 243, inclusive of Figure 246 (SEQ ID 
NO:431), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 

20 imder stringent conditions with (a) a DNA molecule encoding a PRO1550 polypeptide having the sequence of 
amino acid residues from about 31 to about 243, inclusive of Figure 246 (SEQ ID NO:431), or (b) the 
complementof the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, 
preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

25 In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 

a PRO15S0 polypeptide, with or without the N-terminal signal sequence and/or the initiating methioniae, or is 
complementary to such encoding nucleic acid molecule. The signal peptide has been tentatively identified as 
extending from amino acid position 1 through about amino acid position 30 in the sequence of Figure 246 (SEQ 
ID NO:431). 

30 In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 

encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 31 to about 243, inclusive of Figure 246 (SEQ ID NO:431), or (b) the 
complement of the DNA of (a). 

35 Anoflier embodiment is directed to fragments of a PRO 1550 polypeptide coding sequence lliat may find 

use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In anoflier embodiment, the invention provides isolated PRO1550 polypeptide encoded by any of the 



isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO1550 polypeptide, which in 
one embodiment, includes an amino acid sequence comprising residues 31 to 243 of Figure 246 (SEQ ID 
NO:431). 

In another aspect, the invention concerns an isolated PRO1550 polypeptide, comprising an amino acid 
5 sequence havmg at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 31 to about 243, inclusive of Figure 246 (SEQ ID NO:431). 

In a further aspect, the invention concerns an isolated PRO 1 550 polypeptide, conq)rising an anuno acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
1 0 about 90 % positives, most preferably at least about 95 % positives when conq>ared with the amino acid sequence 
of residues 31 to 243 of Figure 246 (SEQ ID NO:431). 

In yet another aspect, the invention concerns an isolated PRO1550 polypeptide, con:q>rising the sequence 
of amino acid residues 31 to about 243, inclusive of Figure 246 (SEQ ID NO:431), or a fragment thereof 
sufficient to provide a binding site for an anti-PRO1550 antibody. Preferably, the PROI550 fragment retains 
15 a qualitative biological activity of a native PRO1550 poljfpeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO1550 polypeptide having the 
sequence of amino acid residues from about 31 to about 243, inclusive of Figure 246 (SEQ ID NO:431), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
20 identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the poljrpeptide, and (iii) recovering the 
polypeptide from the cell culture. 

25 124. Additioiial Embodiments 

In other embodiments of the present invention, the invention provides vectors comprising DNA 
encodingany of the herein described polypeptides. Host cell conq)rising any such vector are also provided. By 

way of example, the host cells may be CHO cells, E. coli, or yeast. A process for producing any of the herein 
described pol3'peptides is further provided and comprises culturing host cells under conditions suitable for 
30 expression of the desired polypeptide and recovering the desired polypeptide from the cell culture. 

Li oflier embodiments, the invention provides chimeric molecules comprising any of the herein described 
polypeptides fused to a heterologous polypeptide or amino acid sequence. Example of such chimeric molecules 
comprise any of the herein described polypeptides fused to an epitope tag sequence or a Fc region of an 
inmnimoglobulin. 

35 In another embodiment, tiie invention provides an antibody which specifically binds to any of the above 

or below described polypeptides. Optionally, the antibody is a monoclonal antibody, humanized antibody, 
antibody fragment or single-chain antibody. 

In yet other embodiments, the invention provide oligonucleotide probes usefiil for isolating genomic 
and cDNA nucleotide sequences, wherein those probes may be derived fix>m any of the above or below described 

280 



nucleotide sequences. 

In other embodiments, the invention provides an isolated nucleic acid molecule comprising a nucleotide 
sequence that encodes a PRO polypeptide. 

In one aspect, the isolated nucleic acid molecule comprises a nucleotide sequence having at least about 
80% sequence identity, preferably at least about 81% sequence identity, more preferably at least about 82% 
5 sequence identity, yet more preferably at least about 83% sequence identity, yet more preferably at least about 
84% sequence identity, yet more preferably at least about 85% sequence identity, yet more preferably at least 
about 86% sequence identity, yet more preferably at least about 87% sequence identity, yet more preferably at 
least about 88 % sequence identity, yet more preferably at least about 89 % sequence identity, yet more preferably 
at least about 90% sequence identity, yet more preferably at least about 91% sequence identity, yet more 

10 preferably at least about 92% sequence identity, yet more preferably at least about 93% sequence identity, yet 
more preferably at least about 94% sequence identity, yet more preferably at least about 95 % sequence identity, 
yet more preferably at least about 96% sequence identity, yet more preferably at least about 97% sequence 
identity, yet more preferably at least about 98% sequence identity and yet more preferably at least about 99% 
sequence identity to (a) a DNA molecule encoding a PRO polypeptide having a full-length amino acid sequence 

15 as disclosed herein, an amino acid sequence lacking the signal peptide as disclosed herein or an extracellular 
domain of a transmembrane protein, with or without the signal peptide, as disclosed herein, or (b) the 
complement of the DNA molecule of (a). 

In other aspects , the isolated nucleic acid molecule comprises a nucleotide sequence having at least about 
80% sequence identity, preferably at least about 81% sequence identity, more preferably at least about 82% 

20 sequence identity, yet more preferably at least about 83 % sequence identity, yet more preferably at least about 
84% sequence identity, yet more preferably at least about 85% sequence identity, yet more preferably at least 
about 86% sequence identity, yet more preferably at least about 87% sequence identity, yet more preferably at 
least about 88 % sequence identity, yet more preferably at least about 89 % sequence identity, yet more preferably 
at least about 90% sequence identity, yet more preferably at least about 91% sequence identity, yet more 

25 preferably at least about 92% sequence identity, yet more preferably at least about 93 % sequence identity, yet 
more preferably at least about 94% sequence identity, yet more preferably at least about 95% sequence identity, 
yet more preferably at least about 96% sequence identity, yet more preferably at least about 97% sequence 
identity, yet more preferably at least about 98% sequence identity and yet more preferably at least about 99% 
sequence identity to (a) a DNA molecule comprising the coding sequence of a full-length PRO polypeptide cDNA 

30 as disclosed herein, the coding sequence of a PRO polypeptide lacking the signal peptide as disclosed herein or 
the coding sequence of an extracellular domain of a transmembrane PRO polypeptide, with or without the signal 
peptide, as disclosed herein, or (b) the complement of the DNA molecule of (a). 

In a further aspect, die invention concerns an isolated nucleic acid molecule comprising a nucleotide 
sequence having at least about 80% sequence identity, preferably at least about 81% sequence identity, more 

35 preferably at least about 82% sequence identity, yet more preferably at least about 83% sequence identity, yet 
more preferably at least about 84 % sequence identity, yet more preferably at least about 85 % sequence identity, 
yet more preferably at least about 86% sequence identity, yet more preferably at least about 87% sequence 
identity, yet more preferably at least about 88% sequence identity, yet more preferably at least about 89% 
sequence identity, yet more preferably at least about 90% sequence identity, yet more preferably at least about 



91 % sequence identity, yet more preferably at least about 92% sequence identity, yet more preferably at least 
about 93% sequence identity, yet more preferably at least about 94% sequence identity, yet more preferably at 
least about 95 % sequence identity, yet more preferably at least about 96 % sequence identity, yet more preferably 
at least about 97% sequence identity, yet more preferably at least about 98% sequence identity and yet more 
preferably at least about 99% sequence identity to (a) a DNA molecule that encodes the same mature polypeptide 
5 encoded by any of the human protein cDNAs deposited with the ATCC as disclosed herein, or (b) the 
conqjlement of the DNA molecule of (a). 

Another aspect the invention provides an isolated nucleic acid molecule comprising a nucleotide 
sequence encoding a PRO polypeptide which is either transmembrane domain-deleted or transmembrane domain- 
inactivated, or is complementary to such encoding nucleotide sequence, wherein the transmembrane domain(s) 

10 of such polypeptide are disclosed herein. Therefore, soluble extracellular domains of the herein described PRO 
polypeptides are contemplated. 

Another embodiment is directed to fragments of a PRO polypeptide coding sequence that may find use 
as, for exan^le, hybridization probes or for encoding fragments of a PRO polypeptide that may optionally 
encode a polsrpeptide comprising a binding site for an anti-PRO antibody. Such nucleic acid fragments are 

15 usually at least about 20 nucleotides in length, preferably at least about 30 nucleotides in length, more preferably 
at least about 40 nucleotides in length, yet more preferably at least about 50 nucleotides in length, yet more 
preferably at least about 60 nucleotides in length, yet more preferably at least about 70 nucleotides in length, 
yet more preferably at least about 80 nucleotides in length, yet more preferably at least about 90 nucleotides in 
length, yet more preferably at least about 100 nucleotides in length, yet more preferably at least about 1 10 

20 nucleotides in length, yet more preferably at least about 120 nucleotides in lengfli, yet more preferably at least 
about 130 nucleotides in length, yet more preferably at least about 140 nucleotides in length, yet more prefer^ly 
at least about 150 nucleotides in length, yet more preferably at least about 160 nucleotides in length, yet more 
preferably at least about 170 nucleotides in length, yet more preferably at least about 180 nucleotides in length, 
yet more preferably at least about 190 nucleotides in length, yet more preferably at least about 200 nucleotides 

25 in length, yet more preferably at least about 250 nucleotides in length, yet more preferably at least about 300 
nucleotides in length, yet more preferably at least about 350 nucleotides in length, yet more preferably at least 
about 400 nucleotides in length, yet more preferably at least about 450 nucleotides in length, yet more preferably 
at least about 500 nucleotides in length, yet more preferably at least about 600 nucleotides in length, yet more 
preferably at least about 700 nucleotides in length, yet more preferably at least about 800 nucleotides in length, 

30 yet more preferably at least about 900 nucleotides in length and yet more preferably at least about 1000 
nucleotides in length, wherein in this context the term "about" means the referenced nucleotide sequence length 
plus or minus 10% of that referenced length. It is noted that novel fragments of a PRO polypeptide-encoding 
nucleotide sequence may be determined in a routine manner by aligning the PRO polypeptide-encoding nucleotide 
sequence with other known nucleotide sequences using any of a number of well known sequence alignment 

35 programs and determining which PRO polypeptide-encoding nucleotide sequence fragment(s) are novel. All of 
such PRO polypeptide-encoding nucleotide sequences are contemplated herein. Also contenq)lated are the PRO 
polypeptide fragments encoded by these nucleotide molecule fragments, preferably those PRO polypeptide 
fragments that comprise a binding site for an anti-PRO antibody. 

In another embodiment, the invention provides isolated PRO polypeptide encoded by any of the isolated 
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nucleic acid sequences hereinabove identified. 

In a certain aspect, the invention concerm an isolated PRO polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 81 % sequence identity, more 
preferably at least about 82% sequence identity, yet more preferably at least about 83% sequence identity, yet 
more preferably at least about 84 % sequence identity, yet more preferably at least about 85 % sequence identity, 
5 yet more preferably at least about 86% sequence identity, yet more preferably at least about 87% sequence 
identity, yet more preferably at least about 88% sequence identity, yet more preferably at least about 89% 
sequence identity, yet more preferably at least about 90% sequence identity, yet more preferably at least about 
91 % sequence identity, yet more preferably at least about 92% sequence identity, yet more preferably at least 
about 93% sequence identity, yet more preferably at least about 94% sequence identity, yet more preferably at 
10 leastabout95% sequence identity, yet more preferably at least about 96% sequence identity, yet more preferably 
at least about 97% sequence identity, yet more preferably at least about 98% sequence identity and yet more 
preferably at least about 99% sequence identity to a PRO polypeptide having a fiill-lengtti amino acid sequence 
as disclosed herein, an amino acid sequence lacking the signal peptide as disclosed herein or an extracellular 
domain of a transmembrane protein, with or without the signal peptide, as disclosed herein. 
15 Ma further aspect, the invention concerns an isolated PRO polypeptide comprising an amino acid 

sequence having at least about 80% sequence identity, preferably at least about 81% sequence identity, more 
preferably at least about 82% sequence identity, yet more preferably at least about 83% sequence identity, yet 
more preferably at least about 84 % sequence identity, yet more preferably at least about 85 % sequence identity, 
yet more preferably at least about 86% sequence identity, yet more preferably at least about 87% sequence 
20 identity, yet more preferably at least about 88% sequence identity, yet more preferably at least about 89% 
sequence identity, yet more preferably at least about 90% sequence identity, yet more preferably at least about 
91% sequence identity, yet more preferably at least about 92% sequence identity, yet more preferably at least 
about 93% sequence identity, yet more preferably at least about 94% sequence identity, yet more preferably at 
least about 95 % sequence identity, yet more preferably at least about 96% sequence identity, yet more preferably 
25 at least about 97% sequence identity, yet more preferably at least about 98% sequence identity and yet more 
preferably at least about 99% sequence identity to an amino acid sequence encoded by any of the hunaan protein 
cDNAs deposited with the ATCC as disclosed herein. 

In a fiirther aspect, the invention concerns an isolated PRO polypeptide comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 81 % positives, more preferably at least 
30 about 82% positives, yet more preferably at least about 83 % positives, yet more preferably at least about 84% 
positives, yet more preferably at least about 85% positives, yet more preferably at least about 86% positives, 
yet more preferably at least about 87% positives, yet more preferably at least about 88% positives, yet more 
preferably at least about 89% positives, yet more preferably at least about 90% positives, yet more preferably 
at least about 91 % positives, yet more preferably at least about 92% positives, yet more preferably at least about 
35 93% positives, yet more preferably at least about 94% positives, yet more preferably at least about 95% 
positives, yet more preferably at least about 96% positives, yet more preferably at least about 97% positives, 
yet more preferably at least about 98% positives and yet more preferably at least about 99% positives when 
conq)ared with the ammo acid sequence of a PRO polypeptide having a full-length amino acid sequence as 
disclosed herein, an amino acid sequence lacking the signal peptide as disclosed herein or an extracellular domain 
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of a transmembrane protein, with or without the signal peptide, as disclosed herein. 

In a specific aspect, the invention provides an isolated PRO polypeptide without the N-terminal signal 
sequence and/or the initiating methionine and is encoded by a nucleotide sequence that encodes such an amino 
acid sequence as hereinbefore described. Processes for producing the same are also herein described, wherein 
those processes comprise culturing a host cell comprismg a vector which comprises the appropriate encoding 
5 nucleic acid molecule under conditions suitable for expression of the PRO polypeptide and recovering the PRO 
polypeptide from the cell culture. 

Anotiier aspect flie invention provides an isolated PRO polypeptide which is either transmembrane 
domain-deleted or transmembrane domain-inactivated. Processes for producing the same are also herein 
described, wherein those processes comprise culturing a host cell conq)rising a vector which conq)rises the 
10 ^ropriate encoding nucleic acid molecule under conditions suitable for expression of tiie PRO polypeptide and 
recovering the PRO polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO polypeptide 
as defined herein. In a particular embodiment, the agonist or antagonist is an anti-PRO antibody or a small 
molecule. 

15 In a further embodiment, the invention concerns a method of identifying agonists or antagonists to a 

PRO polypeptide which comprise contacting the PRO polypeptide with a candidate molecule and monitoring a 
biological activity mediated by said PRO polypeptide. Preferably, the PRO polypeptide is a native PRO 
polypeptide. 

In a still further embodiment, the invention concerns a composition of matter comprising a PRO 
20 polypeptide, or an agonist or antagonist of a PRO polypeptide as herein described, or an anti-PRO antibody, in 
combination with a carrier. Optionally, the carrier is a phannaceutically acceptable carrier. 

Another embodiment of flie present invention is directed to the use of a PRO polypeptide, or an agonist 
or antagonist thereof as hereinbefore described, or an anti-PRO antibody, for the preparation of a medicament 
usefijl in tiie treatment of a condition which is responsive to the PRO polypeptide, an agonist or antagonist 
25 thereof or an anti-PRO antibody. 

BRIEF DESCRIPTION OF THE DRAWINGS 
Figure 1 shows a nucleotide sequence (SEQ ID NO: 3) of a native sequence PROl 560 (UNQ767) cDNA, 
wherein SEQ ID NO:3 is a clone designated herein as ''DNA19902-1669". The start and stop codons are shown 
30 in bold and underlined font. 

Figure 2 shows the amino acid sequence (SEQ ID NO:4) derived firom the coding sequence of SEQ ID 
NO:3 shown in Figure 1. 

Figure 3 shows a nucleotide sequence (SEQ ID NO:5) of a native sequence PR0444 (UNQ328) cDNA, 
wherein SEQ ID NO:5 is a clone designated herein as "DNA26846-1397" . The start and stop codons are shown 
35 in bold and underlined font. 

Figure 4 shows the amino acid sequence (SEQ ID NO:6) derived from the coding sequence of SEQ ID 
NO:5 shown in Figure 3. 



Figure 5 shows a nucleotide sequence (SEQ ID NO:7) of a native sequence PRO1018 (UNQ501) cDNA, 

284 



wherein SEQ ID N0:7 is a clone designated herein as "DNA56107-1415" . The start and stop codons are shown 
in bold and underlined font. 

Figure 6 shows the ammo acid sequence (SEQ ID N0:8) derived from the coding sequence of SEQ ID 
NO:7 shown in Figure 5. 

Figure 7 shows a nucleotide sequence (SEQ ID N0:9) of anative sequence PR01773 (UNQ835) cDNA, 
5 wherein SEQ ID NO:9 is a clone designated herein as "DNA56406-1704" . The start and stop codons are shown 
in bold and underlined font. 

Figure 8 shows the amino acid sequence (SEQ ID NO: 10) derived from the coding sequence of SEQ 
ID NO:9 shown in Figure 7. 

Figure 9 shows a nucleotide sequence (SEQ ID NO: 11) of a native sequence PR01477 (UNQ747) 
10 cDNA, wherein SEQ ID NO:ll is a clone designated herein as "DNA56529-1647". The start and stop codons 
are shown in bold and underlined font. 

Figure 10 shows the amino acid sequence (SEQ ID NO: 12) derived from the coding sequence of SEQ 
ED NO: 11 shown in Figure 9. 

Figure 11 shows a nucleotide sequence (SEQ ID NO: 16) of a native sequence PR01478 (UNQ748) 
15 cDNA, wherein SEQ ID NO: 1 6 is a clone designated herein as "DNASeSS 1-1648" . The start and stop codons 
are shown in bold and imderlined font. 

Figure 12 shows the amino acid sequence (SEQ ID NO: 17) derived from the coding sequence of SEQ 
ID NO: 16 shown in Figure 11. 

Figure 13 shows a nucleotide sequence (SEQ ID NO:21) of a native sequence PR0831 (UNQ471) 
20 cDNA, wherein SEQ ID NO:21 is a clone designated herein as «DNA56862-1343". The start and stop codons 
are shown in bold and underlined font. 

Figure 14 shows fhe ammo acid sequence (SEQ ID NO:22) derived from the codmg sequence of SEQ 
ID NO:21 shown in Figure 13. 

Figure 15 shows a nucleotide sequence (SEQ ID NO:23) of a native sequence PR01113 (UNQ556) 
25 cDNA, wherein SEQ ID NO:23 is a clone designated herein as ''DNA57254-1477" . The start and stop codons 
are shown in bold and underlined font. 

Figure 16 shows the amino acid sequence (SEQ ID NO:24) derived from the coding sequence of SEQ 
ID NO:23 shown in Figure 15. 

Figure 17 shows a nucleotide sequence (SEQ ID NO:28) of a native sequence PRO 1194 (UNQ607) 
30 cDNA, wherein SEQ ID NO:28 is a clone designated herein as "DNA57841-1522" . The start and stop codons 
are shown in bold and imderlined font. 

Figure 18 shows the amino acid sequence (SEQ ID NO:29) derived from the coding sequence of SEQ 
ID NO:28 shown m Figure 17. 

Figure 19 shows a nucleotide sequence (SEQ ID NO:30) of a native sequence PROlllO (UNQ553) 
35 cDNA, wherein SEQ ID NO:30 is a clone designated herem as ''DNA58727-1474". The start and stop codons 
are shown in bold and underlined font. 



Figure 20 shows the amino acid sequence (SEQ ID NO:3 1) derived from the coding sequence of SEQ 
ID NO:30 shown m Figure 19. 
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Figure 21 shows a nucleotide sequence (SEQ ID NO:32) of a native sequence PRO 1378 (UNQ715) 
cDNA, wherein SEQ ID NO:32 is a clone designated herein as "DNASSTSO-ieO?". The start and stop codons 
are shown in bold and underlined font. 

Figure 22 shows the amino acid sequence (SEQ ID NO:33) derived from the coding sequence of SEQ 
ID NO: 32 shown in Figure 21 . 
5 Figure 23 shows a nucleotide sequence (SEQ ID NO:40) of a native sequence PR01481 (UNQ750) 

cDNA, wherein SEQ ID NO:40 is a clone designated herein as ''DNA58732-1650". The start and stop codons 
are shown in bold and underlined font. 

Figure 24 shows ttie amino acid sequence (SEQ ID NO:41) derived from the coding sequence of SEQ 
ID NO:40 shown in Figure 23. 
10 Figure 25 shows a nucleotide sequence (SEQ ID NO:42) of a native sequence PR01189 (UNQ603) 

cDNA, wherem SEQ ID NO:42 is a clone designated herein as "DNA58828-1519". The start and stop codons 
are shown in bold and underlined font. 

Figure 26 shows the amino acid sequence (SEQ ID NO:43) derived from the coding sequence of SEQ 
ID NO:42 shown in Figure 25. 
15 Figure 27 shows a nucleotide sequence (SEQ ID NO:49) of a native sequence PR01415 (UNQ731) 

cDNA, wherein SEQ ID NO:49 is a clone designated herein as ''DNA58852-1637". The start and stop codons 
are shown in bold and underlined font. 

Figure 28 shows the amino acid sequence (SEQ ID NO:50) derived from the codmg sequence of SEQ 
ID NO:49 shown in Figure 27. 
20 Figure 29 shows a nucleotide sequence (SEQ ID NO:51) of a native sequence PR01411 (UNQ729) 

cDNA, wherein SEQ ID N0:51 is a clone designated herein as "DNA59212-1627" . The start and stop codons 
are shown in bold and underlined font 

Figure 30 shows flie amino acid sequence (SEQ ID NO:52) derived from the coding sequence of SEQ 
ID NO:51 shown in Figure 29. 
25 Figure 31 shows a nucleotide sequence (SEQ ID NO:53) of a native sequence PR01295 (UNQ664) 

cDNA, wherein SEQ ID NO:53 is a clone designated herein as ''DNA59218-1559". The start and stop codom 
are shown in bold and underlined font. 

Figure 32 shows the amino acid sequence (SEQ ID NO:54) derived from the coding sequence of SEQ 
ID NO:53 shown in Figure 31 . 
30 Figure 33 shows a nucleotide sequence (SEQ ID NO:55) of a native sequence PR01359 (UNQ708) 

cDNA, wherein SEQ ID NO:55 is a clone designated herein as "DNA59219-1613". The start and stop codons 
are shown in bold and underlined font. 

Figure 34 shows the amino acid sequence (SEQ ID NO:56) derived fix>m the coding sequence of SEQ 
ID NO:55 shown in Figure 33. 
35 Figure 35 shows a nucleotide sequence (SEQ ID NO:57) of a native sequence PRO1190 (UNQ604) 

cDNA, wherein SEQ ID NO:57 is a clone designated herein as ''DNA59586-1520" . The start and stop codons 
are shown in bold and underlined font. 

Figure 36 shows the amino acid sequence (SEQ ID NO:58) derived from the coding sequence of SEQ 
ID NO:57 shown in Figure 35. 
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Figure 37 shows a nucleotide sequence (SEQ ID NO:62) of a native sequence PR01772 (UNQ834) 
cDNA, wherein SEQ ID NO:62 is a clone designated herein as ''DNA59817-1703". The start and stop codons 
are shown in bold and underlined font. 

Figure 38 shows the amino acid sequence (SEQ ID NO:63) derived from the coding sequence of SEQ 
ID NO:62 shown in Figure 37. 
5 Figure 39 shows a nucleotide sequence (SEQ ID NO:67) of a native sequence PR01248 (UNQ631) 

cDNA, wherein SEQ ID NO:67 is a clone designated herein as *DNA60278-1530" . The start and stop codons 
are shown in bold and underlined font. 

Figure 40 shows die amino acid sequence (SEQ ID NO:68) derived from the coding sequence of SEQ 
ID NO:67 shoAvn in Figure 39. 
10 Figure 41 shows a nucleotide sequence (SEQ ID NO:69) of a native sequence PR01316 (UNQ682) 

cDNA, wherein SEQ ID NO:69 is a clone designated herein as "DNA60608-1577". The start and stop codons 
are shown in bold and underlined font. 

Figure 42 shows the amino acid sequence (SEQ ID NO:70) derived from the coding sequence of SEQ 
ID NO:69 shown in Figure 41. 
15 Figure 43 shows a nucleotide sequence (SEQ ID NO:71) of a native sequence PR01197 (UNQ610) 

cDNA, wherein SEQ ID NO:7 1 is a clone designated herein as "DNAeoei 1-1524" . The start and stop codons 
are shown in bold and underlined font. 

Figure 44 shows the amino acid sequence (SEQ ID NO:72) derived from the coding sequence of SEQ 
ED NO:71 shown in Figure 43. 
20 Figure 45 shows a nucleotide sequence (SEQ ID NO:76) of a native sequence PR01293 (UNQ662) 

cDNA, wherein SEQ ID NO:76 is a clone designated herein as ''DNA60618-1557" . The start and stop codons 
are shown in bold and underlined font. 

Figure 46 shows the amino acid sequence (SEQ ID NO:77) derived from the coding sequence of SEQ 
ID NO:76 shown in Figure 45. 
25 Figure 47 shows a nucleotide sequence (SEQ ID NO:78) of a native sequence PRO1380 (UNQ717) 

cDNA, wherein SEQ ID NO:78 is a clone designated herein as ''DNA60740-1615". The start and stop codons 
are shown in bold and underlined font. 

Figure 48 shows the amino acid sequence (SEQ ID NO:79) derived from the coding sequence of SEQ 
ID NO:78 shown m Figure 47. 
30 Figure 49 shows a nucleotide sequence (SEQ ID NO:83) of a native sequence PR01265 (UNQ636) 

cDNA, wherein SEQ ID NO:83 is a clone designated herein as "DNA60764-1533". The start and stop codons 
are shown in bold and underlined font. 

Figure 50 shows the amino acid sequence (SEQ ID NO:84) derived from the coding sequence of SEQ 
ID NO:83 shown m Figure 49. 

35 

Figure 51 shows a nucleotide sequence (SEQ ID NO:85) of a native sequence PRO1250 (UNQ633) 
cDNA, wherein SEQ ID NO:85 is a clone designated herem as "DNA60775-1532". The start and stop codons 
are shown in bold and underlined font. 

Figure 52 shows the amino acid sequence (SEQ ID NO:86) derived from the coding sequence of SEQ 



ID NO: 85 shown in Figure 51. 

Figure 53 shows a nucleotide sequence (SEQ ID NO:87) of a native sequence PR01475 (UNQ746) 
cDNA, wherein SEQ ID NO:87 is a clone designated herein as "DNA61 185-1646" . The start and stop codons 
are shown in bold and underlined font. 

. Figure 54 shows the amino acid sequence (SEQ ID NO:88) derived from the coding sequence of SEQ 
5 ID NO:87 shown in Figure 53 . 

Figure 55 shows a nucleotide sequence (SEQ ID NO:94) of a native sequence PR01377 (UNQ714) 
cDNA, wherein SEQ ID NO:94 is a clone designated herein as ''DNA61608-1606". The start and stop codons 
are shown in bold and underlined font. 

Figure 56 shows the amino acid sequence (SEQ ID NO:95) derived from the coding sequence of SEQ 
10 ID NO:94 shown in Figure 55 . 

Figure 57 shows a nucleotide sequence (SEQ ID NO:99) of a native sequence PR01326 (UNQ686) 
cDNA, wherein SEQ ID NO:99 is a clone designated herein as ''DNA62808- 1582" . The start and stop codons 
are shown in bold and underlined font. 

Figure 58 shows the amino acid sequence (SEQ ID NO: 100) derived from the coding sequence of SEQ 
15 ID NO:99 shown in Figure 57. 

Figure 59 shows a nucleotide sequence (SEQ ID NO: 101) of a native sequence PR01249 (UNQ632) 
cDNA, wherein SEQ ID NO: 1 01 is a clone designated herein as "DNA62809-153 1 " . The start and stop codons 
are shown in bold and underlined font. 

Figure 60 shows the amino acid sequence (SEQ ID NO: 102) derived from the coding sequence of SEQ 
20 ID NO: 100 shown in Figure 59. 

Figure 61 shows a nucleotide sequence (SEQ ID NO: 103) of a native sequence PR01315 (UNQ681) 
cDNA, wherein SEQ ID NO: 103 is a clone designated herein as "DNA628 15-1578". The start and stop codons 
are shown in bold and underlined font. 

Figure 62 shows the amino acid sequence (SEQ ID NO: 104) derived from the coding sequence of SEQ 
25 ID NO: 103 shown in Figure 61 . 

Figure 63 shows a nucleotide sequence (SEQ ID NO: 110) of a native sequence PR01549 (UNQ782) 
cDNA, wherein SEQ ID NO: 1 10 is a clone designated herein as ''DNA62845-1684" . The start and stop codons 
are shown in bold and underlined font. 

Figure 64 shows the amino acid sequence (SEQ ID NO: 111) derived from the coding sequence of SEQ 
30 ID NO: 1 10 shown in Figure 63. 

Figure 65 shows a nucleotide sequence (SEQ ID NO:l 15) of a native sequence PRO1430 (UNQ736) 
cDNA, wherein SEQ ID NO: 1 15 is a clone designated herein as ''DNA64842-1632". The start and stop codons 
are shown in bold and underlined font. 

35 Figure 66 shows the amino acid sequence (SEQ ID NO: 116) derived from the coding sequence of SEQ 

ID NO: 1 15 shown in Figure 65. 

Figure 67 shows a nucleotide sequence (SEQ ED NO: 117) of a native sequence PR01374 (UNQ711) 
cDNA, wherem SEQ ID NO: 1 17 is a clone designated herein as "DNA64849- 1604" . The start and stop codons 
are shown in bold and underlined font. 



288 



Figure 68 shows the amino acid sequence (SEQ ID NO: 1 18) derived from the coding sequence of SEQ 
ID NO: 1 17 shown in Figure 67. 

Figure 69 shows a nucleotide sequence (SEQ ID NO: 122) of a native sequence PR01311 (UNQ677) 
cDNA, wherein SEQ ID NO: 122 is a clone designated herein as "DNA64863-1573". The start and stop codons 
are shown in bold and underlined font. 
5 Figure 70 shows the amino acid sequence (SEQ ID NO: 123) derived from die coding sequence of SEQ 

ID NO: 122 shown in Figure 69. 

Figure 71 shows a nucleotide sequence (SEQ ID NO: 127) of a native sequence PR01357 (UNQ706) 
cDNA. wherein SEQ ID NO: 127 is a clone designated herein as ''DNA64881-1602". The start and stop codons 
are shown in bold and underlined font. 
10 Figure 72 shows the amino acid sequence (SEQ ID NO: 128) derived from the coding sequence of SEQ 

ID NO; 127 shown in Figure 71. 

Figure 73 shows a nucleotide sequence (SEQ ID NO: 129) of a native sequence PR01244 (UNQ628) 
cDNA, wherem SEQ ID N0:129 is a clone designated herein as "DNA64883-1526''. The start and stop codons 
are shown in bold and underlined font. 
15 Figure 74 shows the amino acid sequence (SEQ ID NO: 130) derived from the coding sequence of SEQ 

ID NO: 129 shown m Figure 73. 

Figure 75 shows a nucleotide sequence (SEQ ID NO: 131) of a native sequence PR01246 (UNQ630) 
cDNA, wherein SEQ ID NO: 131 is a clone designated herein as "DNA64885-1529". The start and stop codons 
are shown in bold and underlined font. 
20 Figure 76 shows the amino acid sequence (SEQ ID NO: 132) derived from the coding sequence of SEQ 

ID NO: 131 shown m Figure 75. 

Figure 77 shows a nucleotide sequence (SEQ ID NO: 133) of a native sequence PR01356 (UNQ705) 
cDNA, wherein SEQ ID NO: 133 is a clone designated herem as ''DNA64886-1601 " . The start and stop codons 
are shown in bold and imderlined font. 
25 Figure 78 shows the amino acid sequence (SEQ ID NO: 134) derived from the coding sequence of SEQ 

ID NO: 133 shown in Figure 77. 

Figure 79 shows a nucleotide sequence (SEQ ID NO: 135) of a native sequence PR01275 (UNQ645) 
cDNA, wherein SEQ ID NO: 135 is a clone designated herein as "DNA64888-1542" . The start and stop codons 
are shown in bold and underlined font. 
30 Figure 80 shows the amino acid sequence (SEQ ID NO: 136) derived from the coding sequence of SEQ 

ID NO: 135 shown in Figure 79. 

Figure 81 shows a nucleotide sequence (SEQ ID NO: 137) of a native sequence PR01274 (UNQ644) 
cDNA, wherein SEQ ID NO: 137 is a clone designated herein as ''DNA64889-1542". The start and stop codons 
are shown in bold and underlined font. 
35 Figure 82 shows the amino acid sequence (SEQ ID NO: 138) derived from the coding sequence of SEQ 

ID NO: 137 shown in Figure 81. 

Figure 83 shows a nucleotide sequence (SEQ ID NO: 139) of a native sequence PR01412 (UNQ730) 
cDNA, wherein SEQ ED NO: 139 is a clone designated herein as "DNA64897-1628". The start and stop codons 
are shown in bold and underlined font. 



Figure 84 shows the amino acid sequence (SEQ ID NO: 140) derived from the coding sequence of SEQ 
ID NO:139 shown in Figure 83. 

Figure 85 shows a nucleotide sequence (SEQ ID NO: 141) of a native sequence PR01557 (UNQ765) 
cDNA, wherein SEQ ID NO: 141 is a clone designated herein as "DNA64902-1667". The start and stop codons 
are shown in bold and underlined font. 
5 Figure 86 shows the amino acid sequence (SEQ ID NO: 142) derived from the coding sequence of SEQ 

ID NO: 141 shown in Figure 85. 

Figure 87 shows a nucleotide sequence (SEQ ID NO: 143) of a native sequence PR01286 (UNQ655) 
cDNA, wherein SEQ ID NO: 143 is a clone designated herein as "DNA64903-1553 " . The start and stop codons 
are shown in bold and underlined font. 
10 Figure 88 shows the amino acid sequence (SEQ ID NO: 144) derived from the coding sequence of SEQ 

ID NO: 143 shown in Figure 87. 

Figure 89 shows a nucleotide sequence (SEQ ID NO: 145) of a native sequence PR01294 (UNQ663) 
cDNA , wherein SEQ ID NO: 145 is a clone designated herein as ''DNA64905- 1558 " . The start and stop codons 
are shown in bold and underlined font. 
15 Figure 90 shows the amino acid sequence (SEQ ID NO: 146) derived from the coding sequence of SEQ 

ID NO: 145 shown in Figure 89. 

Figure 91 shows a nucleotide sequence (SEQ ID NO: 147) of a native sequence PR01347 (UNQ702) 
cDNA, wherein SEQ ID NO: 147 is a clone designated herein as "DNA64950-1590'' . The start and stop codons 
are shown in bold and underlined font. 
20 Figure 92 shows the amino acid sequence (SEQ ID NO: 148) derived from the coding sequence of SEQ 

ID NO:147 shown in Figure 91. 

Figure 93 shows a nucleotide sequence (SEQ ID NO: 152) of a native sequence PRO1305 (UNQ671) 
cDNA, wherein SEQ ID NO: 152 is a clone designated herein as "DNA64952-1568". The start and stop codons 
are shown in bold and underlined font. 
25 Figure 94 shows the amino acid sequence (SEQ ID NO: 153) derived from the coding sequence of SEQ 

ID NO: 152 shown m Figure 93. 

Figure 95 shows a nucleotide sequence (SEQ ID NO: 157) of a native sequence PR01273 (UNQ643) 
cDNA, wherein SEQ ID NO: 157 is a clone designated herein as ''DNA65402-1540'' . The start and stop codons 
are shown in bold and imderlined font. 
30 Figure 96 shows the amino acid sequence (SEQ ID NO: 158) derived from the coding sequence of SEQ 

ID NO: 157 shown in Figure 95. 

Figure 97 shows a nucleotide sequence (SEQ ID NO: 159) of a native sequence PRO1302 (UNQ668) 
cDNA, wherein SEQ ID NO: 159 is a clone designated herein as "DNA65403-1565 " . The start and stop codons 
35 are shown in bold and imderlined font. 

Figure 98 shows the amino acid sequence (SEQ ID NO: 160) derived from the coding sequence of SEQ 
ID NO: 159 shown m Figure 97. 

Figure 99 shows a nucleotide sequence (SEQ ID NO: 161) of a native sequence PR01283 (UNQ653) 
cDNA, wherein SEQ ID NO: 161 is a clone designated herein as "DNA65404-1551". The start and stop codons 



are shown in bold and underlined font. 

Figure 100 shows the amino acid sequence (SEQ ID NO: 162) derived from the coding sequence of SEQ 
ID NO: 161 shown in Figure 99. 

Figure 101 shows a nucleotide sequence (SEQ ID NO: 169) of a native sequence PR01279 (UNQ649) 
cDNA, wherein SEQ ID NO: 169 is a clone designated herein as "DNA65405-1547". The start and stop codons 
5 are shown in bold and underlined font. 

Figure 102 shows the amino acid sequence (SEQ ID NO: 170) derived from flie coding sequence of SEQ 
ED NO: 169 shown in Figure 101. 

Figure 103 shows a nucleotide sequence (SEQ ID NO: 179) of a native sequence PRO1304 (UNQ670) 
cDNA, wherein SEQ ID NO:179 is a clone designated herem as "DNA65406-1567". The start and stop codons 
10 are shown in bold and underlined font. 

Figure 104 shows the amino acid sequence (SEQ ID NO: 180) derived from the coding sequence of SEQ 
ID NO: 179 shown in Figure 103. 

Figure 105 shows a nucleotide sequence (SEQ ID NO: 1 88) of a native sequence PR013 17 (UNQ683) 
cDNA, wherein SEQ ID NO:188 is a clone designated herein as ''DNA65408-1578". The start and stop codons 
15 are shown in bold and underlined font. 

Figure 1 06 shows the amino acid sequence (SEQ ID NO: 189) derived from the coding sequence of SEQ 
ID NO: 188 shown in Figure 105. 

Figure 107 shows a nucleotide sequence (SEQ ID NO: 193) of a native sequence PRO1303 (UNQ669) 
cDNA, wherein SEQ ID NO: 193 is a clone designated herein as "DNA65409-1566", The start and stop codons 
20 are shown in bold and underlined font. 

Figure 108 shows the amino acid sequence (SEQ ID NO: 194) derived from the codiag sequence of SEQ 
ED NO: 193 shown in Figure 107. 

Figure 109 shows a nucleotide sequence (SEQ ID NO: 195) of a native sequence PRO1306 (UNQ672) 
cDNA, wherein SEQ ID NO:195 is a clone designated herein as ''DNA65410-1569". The start and stop codons 
25 are shown in bold and underlined font. 

Figure 1 10 shows the amino acid sequence (SEQ ID NO: 196) derived fix)m the coding sequence of SEQ 
ID NO: 195 shown in Figure 109. 

Figures lllA-B show a nucleotide sequence (SEQ ID NO: 197) of a native sequence PR01336 
(UNQ691) cDNA, wherein SEQ ID NO: 197 is a clone designated herein as "DNA65423-1595". The start and 
30 stop codons are shown in bold and imderlined font. 



Figure 1 12 shows the amino acid sequence (SEQ ID NO; 198) derived from the coding sequence of SEQ 
ID NO: 198 shown in Figures lllA-B. 

Figure 113 shows a nucleotide sequence (SEQ ID NO:202) of a native sequence PR01278 (UNQ648) 
35 cDNA, wherein SEQ ID NO:202 is a clone designated herein as "DNA66304-1546" . The start and stop codons 
are shown in bold and underlined font. 

Figure 1 14 shows the amino acid sequence (SEQ ID NO:203) derived from the coding sequence of SEQ 
ID NO:202 shown in Figure 1 13. 

Figure 1 15 shows a nucleotide sequence (SEQ ID NO:209) of a native sequence PR01298 (UNQ666) 
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cDNA, wherein SEQ ID NO:209 is a clone designated herein as "DNAeeSl 1-1563" . The start and stop codons 
are shown in bold and underlined font. 

Figure 1 16 shows the amino acid sequence (SEQ ID NO:210) derived from the coding sequence of SEQ 
ED NO:209 shown in Figure 115. 

Figure 117 shows a nucleotide sequence (SEQ ID N0:211) of a native sequence PRO1301 (UNQ667) 
5 cDNA, wherein SEQ ID N0:211 isaclonedesignatedhereinas "DNA66512-1564". The start and stop codons 
are shown in bold and underlined font. 

Figure 118 shows the amino acid sequence (SEQ ID NO:212) derived from the coding sequence of SEQ 
ID NO:211 shown in Figure 117. 

Figure 1 19 shows a nucleotide sequence (SEQ ID NO:213) of a native sequence PR01268 (UNQ638) 
10 cDNA, wherein SEQ ID NO:213 is a clone designated herein as ''DNA66519-1535 " . The start and stop codons 
are shown in bold and underlined, font. 

Figure 120 shows the amino acid sequence (SEQ ID NO:214) derived from the coding sequence of SEQ 
ID NO:213 shown in Figure 119. 

Figure 121 shows a nucleotide sequence (SEQ ID NO:215) of a native sequence PR01269 (UNQ639) 
15 cDNA, wherein SEQ ID NO:215 is a clone designated herein as ''DNA66520-1536" . The start and stop codons 
are shown in bold and underlined font. 

Figure 122 shows the amino acid sequence (SEQ ID NO:216) derived fromttie coding sequence of SEQ 
ID NO:215 shown in Figure 121. 

Figure 123 shows a nucleotide sequence (SEQ ID NO:217) of a native sequence PR01327 (UNQ687) 
20 cDNA, wherem SEQ ID NO:217 is a clone designated herem as ''DNA66521-1583 " . The start and stop codons 
are shown in bold and underlined font. 

Figure 124 shows the amino acid sequence (SEQ ID NO:218) derived from the coding sequence of SEQ 
ID NO:217 shown in Figure 123. 

Figure 125 shows a nucleotide sequence (SEQ ID NO:219) of a native sequence PR01382 (UNQ718) 
25 cDNA, wherein SEQ ID NO:219 is a clone designated herem as ''DNA66526-1616". The start and stop codons 
are shown in bold and underlined font. 

Figure 126 shows the amino acid sequence (SEQ ID NO:220) derived from the coding sequence of SEQ 
ID NO:219 shown in Figure 125. 

Figure 127 shows a nucleotide sequence (SEQ ID NO:224) of a native sequence PR01328 (UNQ688) 
30 cDNA, wherein SEQ ID NO:224 is a clone designated herein as "DNA66658-1584". The start and stop codons 
are shown in bold and underlined font. 

Figure 128 shows the amino acid sequence (SEQ ID NO:225) derived from the coding sequence of SEQ 
ID NO:224 shown in Figure 127. 

Figure 129 shows a nucleotide sequence (SEQ ID NO:226) of a native sequence PR01325 (UNQ685) 
35 cDNA, wherein SEQ ID NO:226 is a clone designated herem as "DNA66659-1593 " . The start and stop codons 
are shown in bold and underlined font. 

Figure 130 shows the amino acid sequence (SEQ ID NO:227) derived from the coding sequence of SEQ 
ID NO:226 shown in Figure 129. 

Figure 131 shows a nucleotide sequence (SEQ ID NO:228) of a native sequence PRO1340 (UNQ695) 



cDNA, wherein SEQ ID NO:228 is a clone designated herein as "DNA66663-1598". The start and stop codons 
are shown in bold and underlined font. 

Figure 132 shows the amino acid sequence (SEQ ID NO: 229) derived from the coding sequence of SEQ 
ID NO:228 shown in Figure 131. 

Figure 133 shows a nucleotide sequence (SEQ ED NO:233) of a native sequence PR01339 (UNQ694) 
5 cDNA, wherein SEQ ID NO:233 is a clone designated herein as ''DNA66669-1597". The start and stop codons 
are shown in bold and underlined font. 

Figure 134 shows the amino acid sequence (SEQ ID NO:234) derived from the coding sequence of SEQ 
ID NO:233 shown in Figure 133. 

Figure 135 shows a nucleotide sequence (SEQ ID NO:235) of a native sequence PR01337 (UNQ692) 
10 cDNA, wherein SEQ ID NO:235 is a clone designated herein as ''DNA66672-1586" . The start and stop codons 
are shown in bold and underlined font. 

Figure 136 shows the amino acid sequence (SEQ ID NO:236) derived from the coding sequence of SEQ 
n) NO:235 shown in Figure 135. 
Jsf Figure 137 shows a nucleotide sequence (SEQ ID NO:242) of a native sequence PR01342 (UNQ697) 

|«|. 15 cDNA, wherein SEQ ID NO:242 is a clone designated herein as ''DNA66674-1599". The start and stop codons 
H| are shown in bold and underlined font. 

ili Figure 138 shows the amino acid sequence (SEQ ID NO:243) derived from the coding sequence of SEQ 

%l| ED NO:242 shown in Figure 137. 

Ji^5, Figure 139 shows a nucleotide sequence (SEQ ID NO:247) of a native sequence PR01343 (UNQ698) 

11120 cDNA.wherem SEQ ID NO:247 is a clone designated herein as ''DNA66675-1587". TTie start and stop codons 
; 7 are shown in bold and imderlined font. 

r| Figure 140 shows the amino acid sequence (SEQ ID NO:248) derived from the coding sequence of SEQ 

^'^ JD NO:247 shown in Figure 139. 

Figure 141 shows a nucleotide sequence (SEQ ID NO:252) of a native sequence PRO1480 (UNQ749) 
25 cDNA, wherein SEQ ID NO:252 is a clone designated herein as ''DNA67962-1649". The start and stop codons 
are shown in bold and underlined font. 

Figure 142 shows the amino acid sequence (SEQ ID NO:253) derived from the coding sequence of SEQ 
ID NO:252 shown in Figure 141. 

30 Figures 143A-B show a nucleotide sequence (SEQ ED NO:259) of a native sequence PR01487 

(UNQ756) cDNA, wherein SEQ ID NO:259 is a clone designated herein as "DNA68836-1656". The start and 

stop codons are shown in bold and underlined font. 

Figure 144 shows the amino acid sequence (SEQ ID NO:260) derived from the coding sequence of SEQ 

ID NO:259 shown in Figures 143A-B. 
35 Figure 145 shows a nucleotide sequence (SEQ ID NO:264) of a native sequence PR01418 (UNQ732) 

cDNA, wherein SEQ ID NO:264 is a clone designated herein as "DNA68864-1629''. The start and stop codons 

are shown in bold and underlined font. 

Figure 146 shows the amino acid sequence (SEQ ED NO:265) derived from the coding sequence of SEQ 

ID NO:264 shown in Figure 145. 
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Figure 147 shows a nucleotide sequence (SEQ ED NO:266) of a native sequence PR01472 (UNQ744) 
cDNA, wherein SEQ ED NO:266 is a clone designated herein as ''DNA68866-1644" . The start and stop codons 
are shown in bold and underlined font. 

Figure 148 shows the amino acid sequence (SEQ ID NO:267) derived from the coding sequence of SEQ 
ID NO:266 shown in Figure 147. 
5 Figure 149 shows a nucleotide sequence (SEQ ID NO:268) of a native sequence PRO 1461 (UNQ742) 

cDNA, wherein SEQ ID NO:268 is a clone designated herem as ''DNA68871-1638". The start and stop codons 
are shown in bold and underlined font. 

Figure 150 shows the amino add sequence (SEQ ID NO:269) derived from flie coding sequence of SEQ 
ED NO:268 shown in Figure 149. 
10 Figure 151 shows a nucleotide sequence (SEQ ID NO:270) of a native sequence PRO1410 (UNQ728) 

cDNA, wherem SEQ ID NO:270 is a clone designated herein as *DNA68874-1622" . The start and stop codons 
are shown in bold and underlined font. 

Figure 152 shows the amino acid sequence (SEQ ID NO:271) derived from the coding sequence of SEQ 
ID NO:270 shown m Figure 151. 
15 Figure 153 shows a nucleotide sequence (SEQ ID NO:272) of a native sequence PR01568 (UNQ774) 

cDNA, wherein SEQ ID NO:272 is a clone designated herein as "DNA68880-1676". The start and stop codons 
are shown in bold and underlined font. 

Figure 154 shows the amino acid sequence (SEQ ID NO:273) derived from the coding sequence of SEQ 
ID NO:272 shown in Figure 153. 
20 Figure 155 shows a nucleotide sequence (SEQ ID NO:274) of a native sequence PRO1570 (UNQ776) 

cDNA, wherein SEQ ID NO:274 is a clone designated herein as "DNA68885-1678" . The start and stop codons 
are shown in bold and underlined font. 

Figure 156 shows the amino acid sequence (SEQ ID NO:275) derived from the coding sequence of SEQ 
ID NO:274 shown in Figure 155. 
25 Figure 157 shows a nucleotide sequence (SEQ ID NO:276) of a native sequence PR013 17 (UNQ783) 

cDNA, wherein SEQ ID NO:276 is a clone designated herem as ''DNA7 1166-1685". The start and stop codons 
are shown in bold and underlined font. 



Figure 158 shows the amino acid sequence (SEQ ID NO:277) derived from the coding sequence of SEQ 
30 ID NO:276 shown in Figure 157. 

Figure 159 shows a nucleotide sequence (SEQ ID NO:281) of a native sequence PRO1780 (UNQ842) 
cDNA, wherein SEQ ID NO:281 is a clone designated herein as "DNA?! 169-1709" . The start and stop codons 
are shown in bold and underlined font. 

Figure 160 shows the amino acid sequence (SEQ ID NO:282) derived from flie coding sequence of SEQ 
35 ED NO;281 shown m Figure 159. 

Figure 161 shows a nucleotide sequence (SEQ ID NO:286) of a native sequence PR01486 (UNQ755) 
cDNA, wherem SEQ ID NO:286 is a clone designated herem as "DNA71 180-1655". The start and stop codons 
are shown in bold and underlined font. 

Figure 162 shows the amino acid sequence (SEQ ED NO:287) derived from the coding sequence of SEQ 
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ID NO:286 shown in Figure 161. 

Figure 163 shows a nucleotide sequence (SEQ ID NO:291) of a native sequence PR01433 (UNQ738) 
cDNA, wherein SEQ ID NO:291 is a clone designated herein as "DNA71184-1634". The start and stop codons 
are shown in bold and underlined font. 

Figure 164 shows the amino acid sequence (SEQ ID NO:292) derived from the coding sequence of SEQ 
5 ID NO:291 shown in Figure 163. 

Figure 165 shows a nucleotide sequence (SEQ ID NO:296) of a native sequence PRO1490 (UNQ759) 
cDNA, wherein SEQ ID NO:296 is a clone designated herein as "DNA71213-1659"- The start and stop codons 
are shown in bold and underlined font. 

Figure 166 shows the amino acid sequence (SEQ ID NO:297) derived from the coding sequence of SEQ 
10 ID NO:296 shown in Figure 165. 

Figure 167 shows a nucleotide sequence (SEQ ID NO:301) of a native sequence PR01482 (UNQ751) 
cDNA, wherein SEQ ID NO:301 is a clone designated herein as "DNA71234-1 65 1 " . The start and stop codons 
are shown in bold and underlined font. 

Figure 168 shows the amino acid sequence (SEQ ID NO:302) derived from the coding sequence of SEQ 
15 ID NO:301 shown in Figure 167. 

Figure 169 shows a niicleotide sequence (SEQ ID NO:303) of a native sequence PR01446 (UNQ740) 
cDNA, wherein SEQ ID NO:303 is a clone designated herein as "DNA71277-1636". The start and stop codons 
are shown in bold and \mderlined font. 

Figure 170 shows the amino acid sequence (SEQ ID NO:304) derived from the coding sequence of SEQ 
20 ID NO:303 shown m Figure 169. 

Figure 171 shows a nucleotide sequence (SEQ ID NO:305) of a native sequence PR01558 (UNQ766) 
cDNA, wherein SEQ ID NO:305 is a clone designated herein as ''DNA71282-1668". The start and stop codons 
are shown in bold and underlined font. 

Figure 172 shows the amino acid sequence (SEQ ID NO:306) derived from the coding sequence of SEQ 
25 ID NO:305 shown in Figure 171. 

Figure 173 shows a nucleotide sequence (SEQ ID NO:307) of a native sequence PRO1604 (UNQ785) 
cDNA, wherein SEQ ID NO:307 is a clone designated herein as ''DNA71286-1687". The start and stop codons 
are shown in bold and underlined font. 

Figure 174 shows the ammo acid sequence (SEQ ID NO: 308) derived from the coding sequence of SEQ 
30 ID NO:307 shown in Figure 173 . 

Figure 175 shows a nucleotide sequence (SEQ ID NO:309) of a native sequence PR01491 (UNQ760) 
cDNA, wherem SEQ ED NO:309 is a clone designated herein as ''DNA71883-1660" . The start and stop codons 
are shown in bold and underlined font. 

Figure 176 shows the amino acid sequence (SEQ ID NO:3 10) derived from the coding sequence of SEQ 
35 ID NO:309 shown in Figure 175. 

Figure 177 shows a nucleotide sequence (SEQ ID NO:314) of a native sequence PR01431 (UNQ737) 
cDNA, wherem SEQ ID NO:314 is aclone designated herem as "DNA7340 1-1633". The start and stop codons 
are shown in bold and imderlined font. 

Figure 178 shows the amino acid sequence (SEQ ID NO:3 15) derived from the coding sequence of SEQ 



ID NO:314 shown in Figure 177. 

Figures 179A-B show a nucleotide sequence (SEQ ID NO:316) of a native sequence PR01563 
(UNQ769) cDNA, wherein SEQ ID NO:316 is a clone designated herein as "DNA73492-1671". The start and 
stop codons are shown in bold and underlined font. 

Figure 180 shows the amino acid sequence (SEQ ID NO: 3 17) derived from the coding sequence of SEQ 
5 ID N0:3 16 shown in Figures 179A-B. 

Figure 181 shows a nucleotide sequence (SEQ ID NO:321) of a native sequence PR01565 (UNQ771) 
cDNA, wherein SEQ ID NO:321 is a clone designated herein as "DNATSTlV-ieTS" . The start and stop codons 
are shown in bold and underlined font. 

Figure 182 shows the amino acid sequence (SEQ ID NO:322) derived from the coding sequence of SEQ 
10 ID NO:321 shown m Figure 181. 

Figure 183 shows a nucleotide sequence (SEQ ID NO:323) of a native sequence PR01571 (UNQ777) 
cDNA, wherem SEQ ID NO:323 is a clone designated herein as "DNA73730-1679" . The start and stop codons 
are shown in bold and underlined font. 

Figure 1 84 shows the amino acid sequence (SEQ ID NO:324) derived from the coding sequence of SEQ 
15 ID NO:323 shown in Figure 183. 

Figure 185 shows a nucleotide sequence (SEQ ID NO:325) of a native sequence PR01572 (UNQ778) 
cDNA, wherein SEQ ID NO:325 is a clone designated herein as ''DNA73734-1680" . The start and stop codons 
are shown in bold and imderlined font. 

Figure 1 86 shows the amino acid sequence (SEQ ID NO:326) derived from the coding sequence of SEQ 
20 ID NO:325 shown in Figure 185. 

Figure 187 shows a nucleotide sequence (SEQ ID NO:327) of a native sequence PR01573 (UNQ779) 
cDNA, wherein SEQ ID NO:327 is a clone designated hereio as "DNA73735-168r. The start and stop codons 
are shown in bold and underlined font. 

Figure 188 shows the amino acid sequence (SEQ ID NO:328) derived from the coding sequence of SEQ 
25 ID NO:327 shown in Figure 187. 



Figure 1 89 shows a nucleotide sequence (SEQ ID NO:329) of a native sequence PR01488 (UNQ757) 
cDNA, wherein SEQ ID NO:329 is a clone designated herein as "DNA73736-1657" . The start and stop codons 
are shown in bold and underlined font. 
30 Figure 1 90 shows the amino acid sequence (SEQ ID NO:330) derived from the coding sequence of SEQ 

DD NO:329 shown in Figure 189. 

Figure 191 shows a nucleotide sequence (SEQ ID NO:331) of a native sequence PR01489 (UNQ758) 
cDNA, wherem SEQ ID NO:331 is a clone designated herein as "DNA73737-1658". The start and stop codons 
are shown in bold and underlined font. 
35 Figure 192 shows the amdno acid sequence (SEQ ID NO:332) derived from the coding sequence of SEQ 

ID NO:331 shown in Figure 191. 

Figure 193 shows a nucleotide sequence (SEQ ID NO:333) of a native sequence PR01474 (UNQ745) 
cDNA, wherein SEQ ID NO:333 is a clone designated herein as ''DNA73739-1645" . The start and stop codons 
are shown in bold and xmderlined font. 
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Figure 194 shows the amino acid sequence (SEQ ID NO:334) derived from the coding sequence of SEQ 
ID NO:333 shown in Figure 193. 

Figure 195 shows a nucleotide sequence (SEQ ID NO:335) of a native sequence PRO1508 (UNQ761) 
cDNA, wherein SEQ ID NO:335 is a clone designated herein as "DNA73742-1662" . The start and stop codons 
are shown in bold and underlined font. 
5 Figure 196 shows the amino acid sequence (SEQ ID NO:336) derived from the coding sequence of SEQ 

ID NO:335 shown in Figure 195. 

Figure 197 shows a nucleotide sequence (SEQ ID NO:337) of a native sequence PR01555 (UNQ763) 
cDNA, wherein SEQ ID NO:337 is a clone designated herein as ''DNA73744-1665 " . The start and stop codons 
are shown in bold and underlined font. 
10 Figure 198 shows the amino acid sequence (SEQ ID NO:338) derived from flie coding sequence of SEQ 

ID NO:337 shown in Figure 197. 

Figure 199 shows a nucleotide sequence (SEQ ID NO:339) of a native sequence PR01485 (UNQ754) 
cDNA, wherein SEQ ID NO:339 is a clone designated herein as ''DNA73746-1654" . The start and stop codons 
aie shown in bold and underlined font. 
15 Figure 200 shows the amino acid sequence (SEQ ID NO:340) derived from the coding sequence of SEQ 

ID NO:339 shown in Figure 199. 

Figure 201 shows a nucleotide sequence (SEQ ID NO:346) of a native sequence PR01564 (UNQ770) 
cDNA, wherein SEQ ID NO :346 is a clone designated herein as "DNA73760-1672" . The start and stop codons 
are shown in bold and underlined font. 
20 Figure 202 shows the amino acid sequence (SEQ ID NO:347) derived from the coding sequence of SEQ 

ID NO:346 shown m Figure 201 . 

Figure 203 shows a nucleotide sequence (SEQ ID NO:351) of a native sequence PR01755 (UNQ828) 
cDNA, wherein SEQ ID NO:351 is a clone designated herein as ''DNA76396-1698". The start and stop codons 
are shown in bold and underlined font. 

25 

Figure 204 shows the amino acid sequence (SEQ ID NO:352) derived from the coding sequence of SEQ 
ID NO:351 shown in Figure 203. 

Figure 205 shows a nucleotide sequence (SEQ ID NO:353) of a native sequence PR01757 (UNQ830) 
cDNA, wherein SEQ ID NO:353 is a clone designated herein as "DNA76398-1699". The start and stop codons 
30 are shown in bold and xmderlined font. 

Figure 206 shows the amino acid sequence (SEQ ID NO:354) derived from the coding sequence of SEQ 
ID NO:353 shown in Figure 205. 

Figure 207 shows a nucleotide sequence (SEQ ID NO:355) of a native sequence PR01758 (UNQ831) 
cDNA, wherem SEQ ID NO:355 is a clone designated herein as ''DNA76399-1700". "Ilie start and stop codons 
35 are shown in bold and underlined font. 

Figure 208 shows the amino acid sequence (SEQ ID NO:356) derived from the coding sequence of SEQ 
ID NO:355 shown in Figure 207. 

Figure 209 shows a nucleotide sequence (SEQ ID NO:357) of a native sequence PR01575 (UNQ781) 
cDNA, wherein SEQ ID NO:357 is a clone designated herem as ''DNA76401-1683" . The start and stop codons 



are shown in bold and underlined font. 

Figure 210 shows the amino acid sequence (SEQ ID NO:358) derived from the coding sequence of SEQ 
ID NO:357 shown in Figure 209. 

Figure 21 1 shows a nucleotide sequence (SEQ ID NO:363) of a native sequence PRO 1787 (UNQ849) 
cDNA, wherem SEQ ID NO:363 is a clone designated herein as "DNA765 10-2504 " . The start and stop codons 
3 are shown in bold and underlined font. 

Figure 212 shows the amino acid sequence (SEQ ID NO:364) derived from the coding sequence of SEQ 
ID NO:363 shown in Figure 211. 

Figure 213 shows a nucleotide sequence (SEQ ID NO:365) of a native sequence PR01781 (UNQ843) 
cDNA, wherein SEQ ID NO:365 is a clone designated herein as ''DNA76522-2500". The start and stop codons 
10 are shown in bold and underlined font. 

Figure 214 shows the amino acid sequence (SEQ ID NO:366) derived from the coding sequence of SEQ 
ID NO:365 shown in Figure 213. 

Figure 215 shows a nucleotide sequence (SEQ ID NO:371) of a native sequence PR01556 (UNQ764) 
cDNA, wherein SEQ ID NO:371 is a clone designated herein as "DNA76529-1666". The start and stop codons 
15 are shown in bold and underlined font. 

Figure 216 shows the amino acid sequence (SEQ ID NO:372) derived from the coding sequence of SEQ 
ID NO:371 shown in Figure 215. 

Figure 217 shows a nucleotide sequence (SEQ ID NO:373) of a native sequence PR01759 (UNQ832) 
cDNA, wherein SEQ ID NO:373 is a clone designated herein as ''DNA7653 1-1701 ". The start and stop codons 
20 are shown in bold and underlined font. 

Figure 218 shows the amino acid sequence (SEQ ID NO:374) derived from the coding sequence of SEQ 
ID NO:373 shown in Figure 217. 

Figure 219 shows a nucleotide sequence (SEQ ID NO:375) of a native se<pience PRO1760 (UNQ833) 
cDNA, wherein SEQ ID NO:375 is a clone designated herein as ''DNA76532-1702". The start and stop codons 
25 are shown in bold and underlined font. 

Figure 220 shows the amino acid sequence (SEQ ID NO:376) derived from the coding sequence of SEQ 
ID NO:375 shown in Figure 219. 

Figure 221 shows a nucleotide sequence (SEQ ID NO:377) of a native sequence PR01561 (UNQ768) 
cDNA, wherein SEQ ID NO:377 is a clone designated herein as "DNA76538-1670" . The start and stop codons 
30 are shown in bold and underlined font. 

Figure 222 shows the amino acid sequence (SEQ ID NO:378) derived from the coding sequence of SEQ 
ED NO:377 shown m Figure 221. 

Figure 223 shows a nucleotide sequence (SEQ ID NO:382) of a native sequence PR01567 (UNQ773) 
cDNA, wherem SEQ ID NO;382 is a clone designated herem as "DNA76541-1675". The start and stop codons 
35 are shown in bold and underlined font. 

Figure 224 shows the amino acid sequence (SEQ ID NO:383) derived from the coding sequence of SEQ 
ID NO:382 shown m Figure 223. 

Figure 225 shows a nucleotide sequence (SEQ ID NO:384) of a native sequence PR01693 (UNQ803) 
cDNA, wherein SEQ ED NO:384 is a clone designated herein as "DNA77301-1693" . The start and stop codons 



are shown in bold and imderlined font. 

Figure 226 shows the amino acid sequence (SEQ ID NO:385) derived from the coding sequence of SEQ 
ID NO:384 shown in Figure 225. 

Figure 227 shows a nucleotide sequence (SEQ ID NO:389) of a native sequence PR01784 (UNQ846) 
cDNA, wherein SEQ ID NO:389 is a clone designated herein as "DNA77303-2502 " . The start and stop codons 
5 are shown in bold and underlined font. 

Figure 228 shows the ammo acid sequence (SEQ ID NO:390) derived from the coding sequence of SEQ 
ID NO:389 shown in Figure 227. 

Figure 229 shows a nucleotide sequence (SEQ ID NO:394) of a native sequence PRO1605 (UNQ786) 
cDNA, wherein SEQ ID NO:394 is a clone designated herein as "DNA77648-1688". Hie start and stop codons 
10 are shown in bold and underlined font. 

Figure 230 shows the amino acid sequence (SEQ ID NO:395) derived from flie coding sequence of SEQ 
ID NO:394 shown in Figure 229. 

Figure 231 shows a nucleotide sequence (SEQ ID NO:396) of a native sequence PRO 1788 (UNQ850) 
cDNA, wherein SEQ ID NO:396 is a clone designated herein as "DNA77652-2505". The start and stop codons 
15 are shown in bold and underlined font. 

Figure 232 shows the amino acid sequence (SEQ ID NO:397) derived from the coding sequence of SEQ 
ID NO:396 shown in Figure 231. 

Figure 233 shows a nucleotide sequence (SEQ ED NO:401) of a native sequence PRO1801 (UNQ852) 
cDNA, wherein SEQ ID NO:401 is a clone designated herein as "DNA83500-2506". The start and stop codons 
20 are shown in bold and underlined font. 

Figure 234 shows the ammo acid sequence (SEQ ID NO:402) derived firam the coding sequence of SEQ 
ID NO:401 shown m Figure 233. 

Figure 235 shows a nucleotide sequence (SEQ ID NO:405) of a native sequence UCP4 cDNA, wherein 
25 SEQ ID NO:405 is a clone designated herein as "DNA77568-1626". The start and stop codons are shown in 
bold and tmderlined font. 

Figure 236 shows the amino acid sequence (SEQ ID NO:406) derived from the coding sequence of SEQ 
ID NO:405 shown in Figure 235. 

Figure 237 shows a nucleotide sequence (SEQ ID NO:409) of a native sequence PR0193 cDNA, 
30 wherein SEQ ID NO:409 is a clone designated herein as "DNA23322-1393". The start and stop codons are 
shown in bold and underlined font. 

Figure 238 shows the amino acid sequence (SEQ ID NO:410) derived from the coding sequence of SEQ 
ED NO:409 shown in Figure 237. 

Figure 239 shows a nucleotide sequence (SEQ ID NO:414) of a native sequence PRO1130 cDNA, 
35 wherein SEQ ED NO:414 is a clone designated herein as ''DNA59814-1486". The start and stop codons are 
shown in bold and underlined font. 

Figure 240 shows the amino acid sequence (SEQ ID NO:415) derived from the coding sequence of SEQ 
ID NO:414 shown m Figure 239. 

Figure 241 shows a nucleotide sequence (SEQ ID NO:422) of a native sequence PR01335 cDNA, 



wherein SEQ ED NO:422 is a clone designated herein as "DNA62812-1594". The start and stop codons are 
shown in bold and underlined font. 

Figure 242 shows the amino acid sequence (SEQ ID NO:423) derived from the coding sequence of SEQ 
ID NO:422 shown in Figure 241. 

Figure 243 shows a nucleotide sequence (SEQ ID NO:428) of a native sequence PR01329 cDNA, 
5 wherein SEQ ID NO:428 is a clone designated herein as "DNA66660-1585". The start and stop codons are 
shown in bold and underlined font. 

Figure 244 shows llie amino acid sequence (SEQ ID NO:429) derived from the coding sequence of SEQ 
ID NO:428 shown in Figure 243. 

Figure 245 shows a nucleotide sequence (SEQ ID NO:430) of a native sequence PRO1550 cDNA, 
10 wherein SEQ ID NO:430 is a clone designated herein as ''DNA76393-1664". The start and stop codons are 
shown in bold and underlined font. 

Figure 246 shows the amino acid sequence (SEQ ID NO:43 1) derived from the coding sequence of SEQ 
ID NO:430 shown in Figure 245. 
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DETAILED DESCRIPTION OF THE PREFERRED EMBODIMENTS 
I. Definitions 

The terms "PRO polypeptide" and "PRO" as used herein and when immediately followed by a 
ntmierical designation refer to various polypeptides, wherein the complete designation (i.e., PRO/number) refers 
to specific polypeptide sequences as described herein. The terms "PRO/number polypeptide" and 
5 "PRO/number" wherein the term "number" is provided as an actual numerical designation as used herein 
encon^ass native sequence polypeptides and polypeptide variants (which are further defined herein). The PRO 
polypeptides described herein may be isolated firom a variety of sources, such as from human tissue types or 
from another source, or prepared by recombinant or synflietic methods. 

A "native sequence PRO polypeptide" comprises a polypeptide having the same amino acid sequence 

10 as the corresponding PRO polypeptide derived from nature. Such native sequence PRO polypeptides can be 
isolated from nature or can be produced by recombinant or synthetic means. The term "native sequence PRO 
polypq)tide" specifically encompasses naturally-occurring tiraicated or secreted forms of the specific PRO 
polypeptide (e.g., an extracellular domain sequence), naturally-occurring variant forms ie.g., alternatively 
spliced forms) and naturally-occurring allelic variants of tiie polypeptide. Jo. various embodiments of the 

15 invention, the native sequence PRO polypeptides disclosed herein are mature or fijll-length native sequence 
polypeptides comprising the full-length amino acids sequences shown in the accompanying figures. Start and 
stop codons are shown in bold font and underlined in the figures. However, while the PRO polypeptide 
disclosed in the accompanying figures are shown to begin with methionine residues designated herein as amino 
acid position 1 in the figures, it is conceivable and possible that other methionine residues located either upstream 

20 or downstream from the amino acid position 1 in the figures may be employed as the starting amino acid residue 
for the PRO polypq)tides. 

The PRO polypeptide "extracellular domam" or "ECD" refers to a form of the PRO polypeptide which 
is essentially free of the transmembrane and cytoplasmic domains. Ordinarily, a PRO polypeptide ECD will have 
less than 1% of such transmembrane and/or C3^plasniic domains and preferably, will have less than 0.5% of 

25 such domains. It will be understood that any transmembrane domains identified for the PRO polypeptides of 
the present invention are identified pursuant to criteria routinely employed in the art for identifying that type of 
hydrophobic domain. The exact boundaries of a transmembrane domain may vary but most likely by no more 
than about 5 amino acids at either end of the domain as initially identified herein. Optionally, therefore, an 
extracellular domain of a PRO pol5^eptide may contain from about 5 or fewer amino acids on either side of the 

30 transmembrane domain/extracellular domain boundary as identified in the Examples or specification and such 
polypeptides, with or without the associated signal peptide, and nucleic acid encoding them, are comtemplated 
by the present invention. 

The approximate location of the "signal peptides" of the various PRO polypeptides disclosed herein are 
shown in the present specification and/or the accompanying figures. It is noted, however, that the C-terminal 
35 boundary of a signal peptide may vary, but most likely by no more than about 5 amino acids on either side of 
the signal peptide C-terminal boundary as initially identified herein, wherein the C-terminal boundary of the 
signal peptide may be identified pursuant to criteria routinely employed in the art for identifying that type of 
amino acid sequence element (e.g., Nielsen et al., Prot. Eng. 10:1-6 (1997) and von Heinje et al., Nucl. Acids. 
Res. 14:4683-4690 (1986)). Moreover, it is also recognized that, m some cases, cleavage of a signal sequence 
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from a secreted polypeptide is not entirely uniform, resulting in more than one secreted species. These mature 
polypeptides, where the signal peptide is cleaved within no more than about 5 amino acids on either side of the 
C-terminal boundary of the signal peptide as identified herein, and the polynucleotides encoding them, are 
contemplated by the present invention. 

"PRO polypeptide variant" means an active PRO polypeptide as defined above or below having at least 
5 about 80% amino acid sequence identity with a full-length native sequence PRO polypeptide sequence as 
disclosed herein, a PRO polypeptide sequence lacking the signal peptide as disclosed herein, an extracellular 
domain of a PRO polypeptide, with or without the signal peptide, as disclosed herein or any other fragment of 
a fijU-lengfli PRO polypeptide sequence as disclosed herein. Such PRO polypeptide variants include, for 
instance, PRO polypeptides wherein one or more amino acid residues are added, or deleted, at the N- or C- 

10 terminus ofthe full-length native amiiio acid sequence. Ordinarily, a PRO polypeptide variant will have at least 
about 80% amino acid sequence identity, preferably at least about 81% amino acid sequence identity, more 
preferably at least about 82% amino acid sequence identity, more preferably at least about 83% amino acid 
sequence identity, more preferably at least about 84% amino acid sequence identity, more preferably at least 
about 85 % amino acid sequence identity, more preferably at least about 86 % amino acid sequence identity, more 

15 preferably at least about 87% amino acid sequence identity, more preferably at least about 88% amino acid 
sequence identity, more preferably at least about 89% amino acid sequence identity, more preferably at least 
about 90% amino acid sequence identity, more preferably at least about 91 % amino acid sequence identity, more 
preferably at least about 92% amino acid sequence identity, more preferably at least about 93% amino acid 
sequence identity, more preferably at least about 94% amino acid sequence identity, more preferably at least 

20 about 95 % amino acid sequence identity, more preferably at least about 96 % amino acid sequence identity, more 
preferably at least about 97% amino acid sequence identity, more preferably at least about 98% amino acid 
sequence identity and most preferably at least about 99% amino acid sequence identity with a full-length native 
sequence PRO polypeptide sequence as disclosed herein, a PRO polypeptide sequence lacking the signal peptide 
as disclosed herein, an extracellular domain of a PRO polypeptide, with or without the signal peptide, as 

25 disclosed herein or any other specifically defined fragment of a full-length PRO polypeptide sequence as 
disclosed herein. Ordinarily, PRO variant polypeptides are at least about 10 amino acids in length, often at least 
about 20 amino acids in length, more often at least about 30 amino acids in length, more often at least about 40 
amino acids in length, more often at least about 50 amino acids in length, more often at least about 60 amino 
acids in length, more often at least about 70 amino acids in length, more often at least about 80 amino acids in 

30 length, more often at least about 90 amino acids in length, more often at least about 100 amino acids in length, 
more often at least about 150 amino acids in length, more often at least about 200 amino acids in length, more 
often at least about 300 amino acids in length, or more. 

"Percent (%) amino acid sequence identity" with respect to the PRO polypeptide sequences identified 
herein is defined as the percentage of amino acid residues in a candidate sequence that are identical with the 

35 amino acid residues in the specific PRO polypeptide sequence, after aligning the sequences and introducing gaps, 
if necessary, to achieve the maximum percent sequence identity, and not considering any conservative 
substitutions as part of the sequence identity. Alignment for purposes of determining percent amino acid 
sequence identity can be achieved in various ways that are within the sldll in the art, for instance, using publicly 
available computer software such as BLAST, BLAST-2, ALIGN or Megalign (DNASTAR) software. Those 



skilled in the art can determine appropriate parameters for measuring aligrmient, including any algorithms needed 
to achieve maximal alignment over the full length of the sequences being compared. For purposes herein, 
however, % amino acid sequence identity values are generated using the sequence comparison computer program 
ALIGN-2, wherein the complete soiurce code for the ALIGN-2 program is provided in Table 1 below. The 
ALIGN-2 sequence comparison computer program was authored by Genentech, Inc. and the source code shown 
5 in Table 1 belowhasbeenfiledwithuserdocumentationintheU.S. Copyright Office, Washington D.C., 20559, 
where it is registered imder U.S. Copyright Registration No. TXU5I0087. The ALIGN-2 program is publicly 
available through Genentech, fiic.. South San Francisco, California or may be coiiq>iled from the source code 
provided in Table 1 below. The ALIGN-2 program should be compiled for use on a UNIX operating system, 
preferably digital UNIX V4.0D. All sequence comparison parameters are set by the ALIGN-2 program and 
10 do not vary. 

la situations where ALIGN-2 is employed for amino acid sequence coniparisons, the % amino acid 
sequence identity of a given amino acid sequence A to, with, or against a given amino acid sequence B (which 
can alternatively be phrased as a given amino acid sequence A that has or comprises a certain % amino acid 
sequence identity to, with, or against a given amino acid sequence B) is calculated as follows: 

15 

100 times the fraction X/Y 

where X is the number of amino acid residues scored as identical matches by the sequence alignment program 
ALIGN-2 in that program's alignment of A and B, and where Y is the total number of amino acid residues in 

20 B. It will be predated that where the lengfli of amino acid sequence A is not equal to the length of amino acid 
sequence B, the % amino acid sequence identity of A to B will not equal the % amino acid sequence identity of 
B to A. As examples of % amino acid sequence identity calculations using this method. Tables 2 and 3 
demonstrate how to calculate the % amino acid sequence identity of the amino acid sequence designated 
"Comparison Protein" to flie amino acid sequence designated "PRO", wherein "PRO" represents the amino acid 

25 sequence of a hypothetical PRO polypeptide of interest, "Comparison Protein" represents the amino acid 
sequence of a polypeptide against which the "PRO" polypeptide of interest is being conopared, and "X, " Y" and 
"Z" each represent different hypothetical amino acid residues. 

Unless specifically stated otherwise, all % amino acid sequence identity values used herein are obtained 
as described in the immediately preceding paragraph using the ALIGN-2 computer program. However, % amino 

30 acid sequence identity values may also be obtained as described below by using the WU-BLAST-2 computer 
program (Altschul et al.. Methods in Enzymology 266:460-480 (1996)). Most of the WU-BLAST-2 search 
parameters are set to the default values. Those not set to default values, i.e. , the adjustable parameters, are set 
with the following values: overlap span - 1, overlap fiction = 0.125, word threshold (T) = 11, and scoring 
matrix = BLOSUM62. When WU-BLAST-2 is eiiq)loyed, a % ammo acid sequence identity value is 

35 determined by dividing (a) the number of matching identical amino acid residues between the amino acid 
sequence of the PRO polypeptide of interest having a sequence derived from the native PRO polypeptide and 
the comparison amino acid sequence of interest (i.e. , the sequence against which flie PRO polypeptide of interest 
is being compared which may be a PRO variant polypeptide) as determined by WU-BLAST-2 by (b) the total 
number of amiiK) acid residues of the PRO polypeptide of interest. For example, in flie statement "a polypeptide 



comprising an the amino acid sequence A which has or having at least 80% amino acid sequence identity to the 
amino acid sequence B", the amino acid sequence A is the comparison amino acid sequence of interest and die 
amino acid sequence B is the amino acid sequence of the PRO polypeptide of interest. 

Percent amino acid sequence identity may also be determined using the sequence comparison program 
NCBI-BLAST2 (Altschul et al.. Nucleic Acids Res. 25:3389-3402 (1997)). The NCBI-BLAST2 sequence 
5 comparison program may be downloaded from http://www.ncbi.nlm.nih.gov. NCBI-BLAST2 uses several 
search parameters, wherein all of those search parameters are set to default values including, for example, 
unmask = yes, strand = all, expected occurrences = 10, minimum low complexity length = 15/5, multi-pass 
e-value = 0.01, constant for multi-pass = 25, dropoff for final gapped alignment = 25 and scoring matrix = 
BLOSUM62. 

10 In situations where NCBI-BLAST2 is employed for amino acid sequence comparisons, the % amino 

acid sequence identity of a given amino acid sequence A to, with, or against a given amino acid sequeiKe B 
(which can alternatively be phrased as a given amino acid sequence A that has or comprises a certain % amino 
acid sequence identity to, with, or against a given amino acid sequence B) is calculated as follows: 

15 100 times the firaction X/Y 

where X is the number of amino acid residues scored as identical matches by the sequence alignment program 
NCBI-BLAST2 in that program's aligrmient of A and B, and where Y is the total number of amino acid residues 
in B. It will be appreciated that where the length of amino acid sequence A is not equal to the length of amino 
20 acid sequence B, the % amino acid sequence identity of A to B will not equal the % amino acid sequence identity 
of B to A. 

"PRO variant polynucleotide" or "PRO variant nucleic acid sequence" means a nucleic acid molecule 
which encodes an active PRO polypeptide as defined below and which has at least about 80% nucleic acid 
sequence identity with a nucleotide acid sequence encoding a full-length native sequence PRO polj'peptide 

25 sequence as disclosed herein, a full-length native sequence PRO polypeptide sequence lacking the signal peptide 
as disclosed herein, an extracellular domain of a PRO polypeptide, vidth or without the signal peptide, as 
disclosed herein or any other fragment of a full-length PRO polypeptide sequence as disclosed herein. 
Ordinarily, a PRO variant polynucleotide will have at least about 80% nucleic acid sequence identity, more 
preferably at least about 81 % nucleic acid sequence identity, more preferably at least about 82% nucleic acid 

30 sequence identity, more preferably at least about 83% nucleic acid sequence identity, more preferably at least 
about 84% nucleic acid sequence identity, more preferably at least about 85% nucleic acid sequence identity, 
more preferably at least about 86% nucleic acid sequence identity, more preferably at least about 87% nucleic 
acid sequence identity, more preferably at least about 88% nucleic acid sequence identity, more preferably at 
least about 89% nucleic acid sequence identity, more preferably at least about 90% nucleic acid sequence 

35 identity, more preferably at least about 91 % nucleic acid sequence identity, more preferably at least about 92% 
nucleic acid sequence identity, more preferably at least about 93% nucleic acid sequence identity, more 
preferably at least about 94% nucleic acid sequence identity, more preferably at least about 95% nucleic acid 
sequence identity, more preferably at least about 96% nucleic acid sequence identity, more preferably at least 
about 97% nucleic acid sequence identity, more preferably at least about 98% nucleic acid sequence identity and 
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yet more preferably at least about 99% nucleic acid sequence identity with a nucleic acid sequence encoding a 
full-length native sequence PRO polypeptide sequence as disclosed herein, a fuU-length native sequence PRO 
polypeptide sequence lacking the signal peptide as disclosed herein, an extracellular domain of a PRO 
polypeptide, with or without the signal sequence, as disclosed herein or any other fragment of a full-length PRO 
polypeptide sequence as disclosed herein. Variants do not encompass the native nucleotide sequence. 
5 Ordinarily, PRO variant pol3Tiucleotides are at least about 30 nucleotides in length, often at least about 

60 nucleotides in length, more often at least about 90 nucleotides in length, more often at least about 120 
nucleotides in length, more often at least about 150 nucleotides in length, more often at least about 180 
nucleotides in length, more often at least about 210 nucleotides in length, more often at least about 240 
nucleotides in length, more often at least about 270 nucleotides in length, more often at least about 300 

10 nucleotides in length, more often at least about 450 nucleotides in length, more often at least about 600 
nucleotides in length, more often at least about 900 nucleotides in length, or more. 

"Percent (%) mjcleic acid sequence identic" with respect to PRO-encoding nucleic acid sequences 
identified herein is defined as the percentage of nucleotides in a candidate sequence that are identical with the 
nucleotides in the PRO nucleic acid sequence of interest, after aligning the sequences and introducing gaps, if 

15 necessary, to achieve the maximum percent sequence identity. Alignment for purposes of determining percent 
nucleic acid sequence identity can be achieved in various ways that are within the skill in the art, for instance, 
using publicly available computer software such as BLAST, BLAST-2, ALIGN or Megalign (DNASTAR) 
software. For purposes herein, however, % nucleic acid sequence identity values are generated using the 
sequence comparison computer program ALIGN-2, wherein the complete source code for the ALIGN-2 program 

20 is provided in Table 1 below. The ALIGN-2 sequence comparison computer program was authored by 
Genentech, Lac. and the source code shown in Table 1 below has be«i filed with user documentation in the U.S. 
Copyright Office, Washington D.C., 20559, where it is registered under U.S. Copyright Registration No. 
TXU510087. The ALIGN-2 program is publicly available through Crenentech, Inc., South San Francisco, 
California or may be compiled from the source code provided in Table 1 below. The ALIGN-2 program should 

25 be conQ)iled for use on a UNIX operating system, preferably digital UNIX V4.0D. All sequence conq>arison 
parameters are set by the ALIGN-2 program and do not vary. 

In situations where ALIGN-2 is employed for nucleic acid sequence comparisons, the % nucleic acid 
sequence identity of a given nucleic acid sequence C to, with, or against a given nucleic acid sequence D (which 
can alternatively be phrased as a given nucleic acid sequence C that has or comprises a certain % nucleic acid 

30 sequence identity to, with, or against a given nucleic acid sequence D) is calculated as follows: 

100 times the fraction W/Z 

where W is the number of nucleotides scored as identical matches by the sequence alignment program ALIGN-2 
35 in that program's alignment of C and D, and where Z is the total number of nucleotides in D. It will be 
appreciated that where the length of nucleic acid sequence C is not equal to the length of nucleic acid sequence 
D, the % nucleic acid sequence identity of C to D will not equal the % nucleic acid sequence identity of D to 
C. As examples of % nucleic acid sequence identity calculations, Tdsles 4 and 5, demonstrate how to calculate 
the % nucleic acid sequence identity of the nucleic acid sequence designated ''Con:5>arison DNA" to the nucleic 
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acid sequence designated "PRO-DNA", wherein "PRO-DNA" represents a hypothetical PRO-encoding nucleic 
acid sequence of interest, "Comparison DNA" represents the nucleotide sequence of a nucleic acid molecule 
against which the "PRO-DNA" nucleic acid molecule of interest is being compared, and "N", "L" and "V" each 
represent different hj^othetical nucleotides. 

Unless specifically stated otherwise, all % nucleic acid sequence identity values used herein are obtained 
5 as described in the immediately preceding paragraph using the ALIGN-2 computer program. However, % 
nucleic acid sequence identic values may also be obtained as described below by using the WU-BLAST-2 
computer program (Altschul et al.. Methods in Enzvmology 266:460-480 (1996)). Most of the WU-BLAST-2 
search parameters are set to the default values. Those not set to default values, i.e. , the adjustable parameters, 
are set with the following values: overlap span = 1, overlap fraction = 0.125, word threshold (T) = 11, and 

10 scormg matrix = BLOSUM62. When WU-BLAST-2 is employed, a % nucleic acid sequence identity value is 
determined by dividing (a) the number of matching identical nucleotides between the nucleic acid sequence of 
the PRO polypeptide-encoding nucleic acid molecule of interest havmg a sequence derived from the native 
sequence PRO polypqptide-encoding nucleic acid and the con:q)arison nucleic acid molecule of interest (i.e. , the 
sequence against which the PRO polypeptide-encoding nucleic acid molecule of interest is being compared which 

15 may be a variant PRO polynucleotide) as determined by WU-BLAST-2 by (b) the total number of nucleotides 
of the PRO polypeptide-encoding nucleic acid molecule of interest. For example, in the statement "an isolated 
nucleic acid molecule comprising a nucleic acid sequence A which has or having at least 80% nucleic acid 
sequence identity to the nucleic acid sequence B", the nucleic acid sequence A is the comparison nucleic acid 
molecule of interest and the nucleic acid sequence B is the nucleic acid sequence of the PRO polypeptide- 

20 encoding nucleic acid molecule of interest. 

Percent nucleic acid sequence identity may also be determined using the sequence comparison program 
NCBI-BLAST2 (Altschul et al.. Nucleic Acids Res. 25:3389-3402 (1997)). The NCBI-BLAST2 sequence 
conq)arison program may be downloaded from http://Avww.ncbi.nlm.nih.gov. NCBI-BLAST2 uses several 
search parameters, wherein all of those search parameters are set to default values including, for example, 

25 unmask = yes, strand = all, expected occurrences = 10, minimum low complexity length = 13/S, multi-pass 
e-value = 0.01, constant for multi-pass = 25, dropoff for final gapped alignment = 25 and scoring matrix = 
BLOSUM62. 

In situations where NCBI-BLAST2 is employed for sequence comparisons, the % nucleic acid sequence 
identity of a given nucleic acid sequence C to, with, or against a given nucleic acid sequence D (which can 
30 alternatively be phrased as a given nucleic acid sequence C that has or comprises a certain % nucleic acid 
sequence identity to, with, or against a given nucleic acid sequence D) is calculated as follows: 

100 times the fraction W/Z 

35 where W is the number of nucleotides scored as identical matches by the sequence alignment program NCBI- 
BLAST2 in that program's alignment of C and D, and where Z is the total number of nucleotides in D. It wUI 
be appreciated &at where the length of nucleic acid sequence C is not equal to the length of nucleic acid sequence 
D, the % nucleic acid sequence identity of C to D will not equal the % nucleic acid sequence identity of D to 
C. 
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In other embodiments, PRO variant polynucleotides are nucleic acid molecules that encode an active 
PRO polypeptide and which are capable of hybridizing, preferably under stringent hybridization and wash 
conditions, to nucleotide sequences encoding a full-length PRO polypeptide as disclosed herein. PRO variant 
polypeptides may be those that are encoded by a PRO variant polynucleotide. 

The term "positives", in the context of sequence comparison performed as described above, includes 
5 residues in the sequences compared that are not identical but have sinailar properties (e.g. as a result of 
conservative substitutions, see Table 6 below). For purposes herein, the % value of positives is determined by 
dividing (a) the number of amino acid residues scoring a positive value between the PRO polypeptide amino acid 
sequence of interest having a sequence derived from the native PRO polypeptide sequence and the comparison 
amino acid sequence of interest (i.e., the amino acid sequence against which the PRO polypeptide sequence is 
10 being compared) as determined in the BLOSUM62 matrix of WU-BLAST-2 by (b) the total number of amnio 
acid residues of tbs PRO polypeptide of interest. 

Unless specifically stated otherwise, the % value of positives is calculated as described in the 
immediately preceding paragr^h. However, in the context of toe amino acid sequence identity comparisons 
performed as described for ALIGN-2 and NCBI-BLAST-2 above, includes amino acid residues in the sequences 
15 compared that are not only identical, but also those that have similar properties . Amino acid residues that score 
a positive value to an amino acid residue of interest are those that are either identical to the amino acid residue 
of interest or are a preferred substitution (as defined in Table 6 below) of the amino acid residue of interest. 

For amino acid sequence comparisons using ALIGN-2 or NCBI-BLAST2, the % value of positives of 
a given amino acid sequence A to, with, or against a given amino acid sequence B (which can alternatively be 
20 phrased as a given amino acid sequence A that has or comprises a certain % positives to, with, or against a given 
amino acid sequence B) is calculated as follows: 

100 times the firaction XAT 

25 where X is the number of amino acid residues scoring a positive value as defined above by the sequence 
alignment program ALIGN-2 or NCBI-BLAST2 in that program's alignment of A and B, and where Y is the 
total number of amino acid residues in B. It will be appreciated that where the length of amino acid sequence 
A is not equal to the lengfli of amino acid sequence B, the % positives of A to B will not equal the % positives 
ofBto A. 

30 "Isolated, " when used to describe the various polypeptides disclosed herein, means polypeptide that has 

been identified and separated and/or recovered from a component of its natural environment. Contaminant 
components of its natural environment are materials that would typically interfere with diagnostic or therapeutic 
uses for the polypeptide, and may include enzymes, hormones, and other proteinaceous or non-proteinaceous 
solutes. In preferred embodiments, the polypeptide will be purified (1) to a degree sufficient to obtain at least 

35 15 residues of N-terminal or internal amino acid sequence by use of a spinning cup sequenator, or (2) to 
homogeneity by SDS-PAGE under non-reducing or reducing conditions using Coomassie blue or, preferably, 
silver stain. Isolated polypeptide includes polypeptide in situ within recombmant cells, since at least one 
component of the PRO polypeptide natural environment will not be present. Ordinarily, however, isolated 
polypeptide will be prepared by at least one purification step. 



An "isolated" PRO polypeptide-encoding nucleic acid or other polypeptide-encoding nucleic acid is a 
nucleic acid molecule that is identified and separated from at least one contaminant nucleic acid molecule with 
which it is ordinarily associated in the natural source of the polypeptide-encoding nucleic acid. An isolated 
polypeptide-encoding nucleic acid molecule is other than in the form or setting in which it is found in nature. 
Isolated polypeptide-encoding nucleic acid molecules therefore are distinguished from the specific polypeptide- 
5 encoding nucleic acid molecule as it exists in natural cells. However, an isolated polypeptide-encoding nucleic 
acid molecule includes polypeptide-encoding nucleic acid molecules contained in cells that ordinarily ejq>ress the 
polypeptide where, for example, the nucleic acid molecule is in a chromosomal location different from that of 
natural cells. 

The term "control sequences" refers to DNA sequences necessary for the expression of an operably 

10 linked coding sequence in a particular host organism. The control sequences that are suitable for prokaryotes, 
for example, mclude a promoter, optionally an operator sequence, and a ribosome binding site. Eukaryotic cells 
are known to utilize promoters, polyadenylation signals, and enhancers. 

Nucleic acid is "operably linked" when it is placed into a functional relationship with another nucleic 
acid sequence. For example, DNA for a presequence or secretory leader is operably linked to DNA for a 

15 polypeptide if it is expressed as a preprotein that participates in the secretion of the polypeptide; a promoter or 
enhancer is operably linked to a coding sequence if it affects the transcription of the sequence; or a ribosome 
binding site is operably linked to a coding sequence if it is positioned so as to facilitate translation. Generally, 
"operably linked" means that the DNA sequences being linked are contiguous, and, in the case of a secretory 
leader, contiguous and in reading phase. However, enhancers do not have to be contiguous. Linking is 

20 accomplished by hgation at convenient restriction sites. If such sites do not exist, flie synthetic oligonucleotide 
ads^tors or linkers are used in accordance with conventional practice. 

The term "antibody" is used in the broadest sense and specifically covers, for example, single anti-PRO 
monoclonal antibodies (including agonist, antagonist, and neutralizing antibodies), anti-PRO antibody 
conq)ositions with polyepitopic specificity, single chain anti-PRO antibodies, and fragments of anti-PRO 

25 antibodies (see below). The term "monoclonal antibody" as used herein refers to an antibody obtained from a 
population of substantially homogeneotis antibodies, i.e. , the individual antibodies comprising the population are 
identical except for possible naturally-occurruig mutations that may be present in minor amounts. 

"Stringency" of hybridization reactions is readily determinable by one of ordinary skill in the art, and 
generally is an empirical calculation dependent upon probe length, washing temperature, and salt concentration. 

30 In general, longer probes require higher temperatures for proper annealing, while shorter probes need lower 
temperatures. Hybridization generally depends on the ability of denatured DNA to reanneal when 
complementary strands are present in an environment below their melting temperature. The higher the degree 
of desired homology between the probe and hybridizable sequence, the higher the relative temperature which 
can be used. As a result, it follows that higher relative temperatures would tend to make the reaction conditions 

35 more stringent, while lower temperatures less so. For additional details and explanation of stringency of 
hybridization reactions, see Ausubel et al.. Current Protocols in Molecular Biology . Wiley Interscience 
Publishers, (1995). 

"Stringent conditions" or "high stringency conditions", as defined herein, may be identified by those 
that: (1) employ low ionic strength and high tenq)erature for washing, for example 0.015 M sodium 



chloride/0.0015 M sodium citrate/0.1% sodium dodecyl sulfate at 50°C; (2) employ during hybridization a 
denaturing agent, such as formamide, for example, 50% (v/v) formamide with 0.1% bovine serum 
albumin/0 . 1 % Ficoll/0. 1 % polyvinylpyrrolidone/50mM sodium phosphate buffer at pH 6. 5 with 750 mM sodium 
chloride, 75 mM sodium citrate at 42°C; or (3) employ 50% formamide, 5 x SSC (0.75 M NaCl, 0.075 M 
sodium citrate), 50 mM sodium phosphate (pH 6.8), 0.1% sodium pyrophosphate, 5 x Denhardt's solution, 
5 sonicated salmon spenn DNA (50 /tig/ml), 0.1% SDS, and 10% dextran sulfate at 42°C, with washes at ATC 
in 0.2 X SSC (sodium dbloride/sodium citrate) and 50 % formamide at 55 °C, followed by a hi^-stringency wash 
consisting of 0.1 x SSC containing EDTA at 55 °C. 

"Moderately stringent conditions" may be identified as described by Sambrook et al.. Molecular 
Cloning: A Laboratory Manual . New York: Cold Spring Harbor Press, 1989, and include the use of washing 

10 solution and hybridization conditions (e.g., temperature, ionic strength and %SDS) less stringent that those 
described above. An exanq>le of moderately stringent conditions is overnight incubation at 37 °C in a solution 
comprising: 20 % formamide, 5 x SSC (150 mM NaCl, 15 mM trisodiimi citrate), 50 mM sodium phosphate (pH 
7.6), 5 X Denhardt's solution, 10% dextran sulfate, and 20 mg/ml denatured sheared salmon sperm DNA, 
followed by washing the filters in 1 x SSC at about 37-50°C. The skilled artisan will recognize how to adjust 

15 the tenqjerature, ionic strength, etc. as necessary to accommodate factors such as probe length and the like. 

The term "epitope tagged" when used herein refers to a chimeric polypeptide comprising a PRO 
polypeptide fused to a "tag polypeptide" . The tag polypeptide has enough residues to provide an epitope against 
which an antibody can be made, yet is short enough such that it does not interfere with activity of the polypeptide 
to which it is fused. The tag polypeptide preferably also is fairly imique so that the antibody does not 

20 substantially cross-rejict with other epitopes. Suitable tag polypeptides generally have at least six amino acid 
residues and usually between about 8 and 50 amino acid residues (preferably, between about 10 and 20 amino 
acid residues). 

As used herein, the term "immunoadhesin" designates antibody-like molecules which combine the 
binding specificity of a heterologous protein (an "adhesin") with the effector fimctions of immunoglobulin 

25 constant domains. Structurally, the immunoadhesins conq>rise a fusion of an amino acid sequence with the 
desired binding specificity which is other than the antigen recognition and binding site of an antibody (i.e., is 
"heterologous"), and an immunoglobulin constant domain sequence. The adhesin part of an immunoadhesin 
molecule typically is a contiguous amino acid sequence comprising at least the binding site of a receptor or a 
ligand. The immunoglobulin constant domain sequence in the immunoadhesin may be obtained from any 

30 inraiimoglobulin, such as IgG-1, IgG-2, IgG-3, or IgG-4 subtypes, IgA (including IgA-1 and IgA-2), IgE, IgD 
or IgM. 

"Active" or "activity" for the purposes herein refers to form(s) of a PRO polypeptide which retain a 
biological and/or an immtmological activity of native or naturally-occurriiig PRO, wherein "biological" activity 
refers to a biological fimction (either inhibitory or stimulatory) caused by a native or naturally-occurring PRO 
35 other than the ability to induce the production of an antibody agauist an antigenic epitope possessed by a native 
or naturally-occurring PRO and an "immunological'' activity refers to the ability to induce the production of an 
antibody against an antigenic epitope possessed by a native or naturally-occurring PRO. 

The term "antagonist" is used in the broadest sense, and includes any molecule that partially or fully 
blocks, inhibits, or neutralizes a biological activity of a native PRO polypeptide disclosed herein. In a similar 



maimer, the term "agonist" is used in the broadest sense and includes any molecule that mimics a biological 
activity of a native PRO polypeptide disclosed herein. Suitable agonist or antagonist molecules specifically 
include agonist or antagonist antibodies or antibody fragments, fragments or amino acid sequence variants of 
native PRO polypeptides, peptides, antisense oligonucleotides, small organic molecules, etc. Methods for 
identifymg agonists or antagonists of a PRO polypeptide may comprise contacting a PRO polypeptide with a 
5 candidate agonist or antagonist molecule and measuring a detectable change in one or more biological activities 
normally associated with the PRO polypeptide. 

"Treatment" refers to both therapeutic treatment and prophylactic or preventative measures, wherein 
the object is to prevent or slow down Oessen) the targeted pathologic condition or disorder. Those ia need of 
treatment include those already with the disorder as well as ftiose prone to have the disorder or those in whom 
10 the disorder is to be prevented. 

"Chronic" administration refers to administration of the agent(s) in a continuous mode as opposed to 
an acute mode, so as to maintain the initial therapeutic effect (activity) for an extended period of time. 
"Intermittent" administration is treatment that is not consecutively done without intemq>tion, but rather is cyclic 
in nature. 

15 "Mammal" for purposes of treatment refers to any animal classified as a mammal, including htmians, 

domestic and farm animals, and zoo, sports, or pet animals, such as dogs, cats, cattle, horses, sheep, pigs, goats, 
rabbits, etc. Preferably, the mammal is himian. 

Administration "in combination with" one or more further therapeutic agents includes simultaneous 
(concurrent) and consecutive administration in any order. 

20 "Canriers" as used herein include pharmaceuticaUy acceptable carriers, excipients, or stabilizers which 

are nontoxic to the cell or mammal being exposed thereto at the dosages and concentrations enq)loyed. Often 
the physiologically acceptable carrier is an aqueous pH buffered solution. Exanqjles of physiologically 
acceptable carriers include buffers such as phosphate, citrate, and other organic acids; antioxidants uicluding 
ascorbic acid; low molecular weight Gess than about 10 residues) polypeptide; proteins, such as serum albumin, 

25 gelatin, or immunoglobulins; hydrophilic polymers such as polyvinylpyrrolidone; amino acids such as glycine, 
glutamine, asparagine, arginine or lysine; monosaccharides, disaccharides, and other carbohydrates including 
glucose, mannose, or dextrins; chelating agents such as EDTA; sugar alcohols such as mannitol or sorbitol; salt- 
forming coimterions such as sodium; and/or nonionic surfactants such as TWEEN™, polyethylene glycol (PEG), 
and PLURONICS™. 

30 

"Antibody fragments" comprise a portion of an intact antibody, preferably the antigen binding or 
variable region of the intact antibody. Examples of antibody fragments include Fab, Fab', F(ab')2, and Fv 
fragments; diabodies; linear antibodies (Zapata et al.. Protein Eng. 8(10): 1057-1062 [1995]); single-chain 
antibody molecules; and multispeciftc antibodies formed firom antibody fragments. 
35 Papain digestion of antibodies produces two identical antigen-binding fragments, called "Fab" 

fragments, each with a single antigen-binding site, and a residual "Fc" fragment, a designation reflecting the 
ability to crystallize readily. Pepsin treatment yields an F(ab')2 fragment fhat has two antigen-combining sites 
and is still c£^able of cross-linking antigen. 

"Fv" is the minimum antibody fragment which contains a complete antigen-recognition and -binding 
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site. This region consists of a dimer of one heavy- and one light-chain variable domain in tight, non-covalent 
association. It is in this configuration that the three CDRs of each variable domain interact to define an antigen- 
binding site on the surface of the Vh-V^ dimer. Collectively, the six CDRs confer antigen-binding specificity to 
the antibody. However, even a single variable domain (or half of an Fv comprising only three CDRs specific 
for an antigen) has the ability to recognize and bind antigen, although at a lower affinity than the entire binding 
5 site. 

The Fab fragment also contains die constant domain of the light chain and the first constant domain 
(CHI) of the heavy chain. Fab firagments differ from Fab' firagments by the addition of a few residues at the 
carbo:^ terminus of the heavy chain CHI domain including one or more cysteines from the antibody hinge 
region. Fab'-SH is the designation herein for Fab' in which the cysteine Fesidue(s) of the constant domains bear 
10 a free Mol group. F(ab')2 antibody fragments originally were produced as pairs of Fab' fragments which have 
hinge cysteines between them. Other chemical couplings of antibody fragments are also known. 

The "light chains" of antibodies (immunoglobulins) firom any vertebrate species can be assigned to one 
of two clearly distinct types, called ki^a and lambda, based on the amino acid sequences of their constant 
domains. 

15 Depending on the amino acid sequence of the constant domain of their heavy chains, immunoglobulins 

can be assigned to different classes. There are five major classes of immunoglobulins: IgA, IgD, IgE, IgG, and 
IgM, and several of these may be further divided into subclasses (isotypes), e.g., IgGl, IgG2, IgG3, IgG4, IgA, 
andIgA2. 

"Single-chain Fv" or "sFv" antibody fragments comprise the Vh and Vl domains of antibody, wherein 

20 these domains are present in a single polypeptide chain. Preferably, the Fv polypeptide further comprises a 
polypeptide linker between the Vh and Vj, domains which enables the sFv to form the desired structure for 
antigen binding. For a review of sFv, see Pluckthun in The Pharmacology of Monoclonal Antibodies , vol. 113, 
Rosenburg and Moore eds., Springer-Verlag, New York, pp. 269-315 (1994). 

The term "diabodies" refers to small antibody firagments with two antigen-binding sites, which 

25 fragments conq)rise a heavy-chain variable domain (V^) connected to a light-chain variable domain (Vi3 in the 
same polypeptide chain (Vh-Vl)- By using a linker that is too short to allow pairing between the two domains 
on the same chain, the domains are forced to pair with the complementary domains of another chain and create 
two antigen-binding sites. Diabodies are described more fully in, for exaniple, EP 404,097; WO 93/11161; and 
Hollinger et al., Proc. Nati. Acad. Sci. USA . 90:6444-6448 (1993). 

30 An "isolated" antibody is one which has been identified and separated and/or recovered from a 

component of its natural environment. Contaminant components of its natural environment are materials which 
would interfere with diagnostic or theri^)eutic uses for the antibody, and may include enzymes, hormones, and 
other proteinaceous or noi^roteinaceous solutes. In preferred embodiments, the antibody will be purified (1) 
to greater than 95% by weight of antibody as determined by the Lowry method, and most preferably more than 

35 99% by weight, (2) to a degree sufficient to obtain at least 15 residues of N-tenninal or internal amino acid 
sequence by use of a spinning cup sequenator, or (3) to homogeneity by SDS-PAGE under reducing or 
nonreducing conditions using Coomassie blue or, preferably, silver stain. Isolated antibody includes the antibody 
in situ within recombinant cells since at least one component of the antibody's natural environment will not be 
present. Ordinarily, however, isolated antibody will be prepared by at least one purification step. 



The word "label" when used herein refers to a detectable compound or composition which is conjugated 
directly or indirectly to the antibody so as to generate a "labeled" antibody. The label may be detectable by itself 
(e.g. radioisotope labels or fluorescent labels) or, in the case of an enzymatic label, may catalyze chemical 
alteration of a substrate compoimd or composition which is detectable. 

By "solid phase" is meant a non-aqueous matrix to which the antibody of the present invention can 
adhere. Examples of solid phases encompassed herein include those formed partially or entirely of glass (e.g. , 
controlled pore glass), polysaccharides (e.g., agarose), polyacrylamides, polystyrene, pol5rvinyl alcohol and 
silicones. In certain embodiments, depending on the context, the solid phase can comprise the well of an assay 
plate; in others it is a purification column (e.g., an affinity chromatography column). This term also includes 
a discontinuous solid phase of discrete particles, such as those described in U.S. Patent No. 4,275,149. 

A "liposome" is a small vesicle composed of various types of lipids, phospholipids and/or surfactant 
which is useful for delivery of a drug (such as a PRO polypeptide or antibody thereto) to a mammal. The 
components of the liposome are commonly arranged in a bilayer formation, similar to the lipid arrangement of 
biological membranes. 

A "small molecule" is defined herein to have a molecidar weight below about 500 Daltons. 
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Table 1 



10 



15 



20 



25 



30 



:35 



* C-C increased from 12 to 15 

* Z is average of EQ 

* B is average of ND 

* match with stop is _M; stop-stop = 0; J (joker) match = 0 
*/ 

#define _M -8 /* value of a match with a stop */ 



int 

/* a" 

/* A*/ 
/*B */ 
/*C*/ 
/* D */ 

/*£ */ 

/* p *i 

l*G*l 

/*H*/ 

/*!*/ 

/*]*/ 

/*K*/ 

/*L*/ 

/*M*/ 

/*N*y 

1*0*1 
/* p */ 

/*Q */ 

/*R*/ 

/*S */ 
/* -J- *^ 

/* U */ 
/* V */ 

/* w*/ 

/* X */ 
/* Y */ 
/*Z*/ 

}; 



day[26][26] = { 

BCDEFGHIJKLMNOPQRSTUVWXYZ*/ 
2, 0,-2, 0, 0,-4, 1,-1,-1, 0,-1,-2,-1, 0,_M, 1, 0,-2, 1, 1, 0, 0,-6, 0,-3, 0}, 
0, 3,-4, 3, 2,-5, 0, 1,-2, 0, 0,-3,-2, 2,_M,-1, 1, 0, 0, 0, 0,-2,-5, 0,-3, 1}, 
■2,-4,15,-5,-5,-4,-3,-3,-2, 0,-5,-6,-5,-4,_M,-3,-5,-4, 0,-2, 0,-2,-8, 0, 0,-5}, 
0. 3,-5, 4, 3,-6, 1, 1,-2, 0, 0,-4,-3, 2,_M,-1, 2,-1, 0, 0, 0,-2,-7, 0,-4, 2}, 

0, 2,-5, 3, 4,-5, 0, 1,-2, 0, 0,-3,-2, 1,_M,-1, 2,-1, 0, 0, 0,-2,-7, 0,-4, 3}, 
-4,-5,-4,-6,-5, 9,-5,-2, 1, 0,-5, 2, 0,-4,_M,-5,-5,^,-3,-3, 0,-1, 0, 0, 7,-5>, 

1, 0,-3, 1, 0,-5, 5,-2,-3, 0,-2,-4,-3, 0,_M,-l,-l,-3, 1, 0, 0,-1,-7, 0,-5, 0}, 
-1, 1,-3, 1, 1,-2,-2, 6,-2, 0, 0,-2,-2, 2,_M, 0, 3, 2,-1,-1, 0,-2,-3, 0, 0, 2}, 
-1,-2,-2,-2,-2, 1,-3,-2, 5, 0,-2, 2, 2,-2,_M,-2,-2,-2,-l, 0, 0, 4,-5, 0,-1,-2), 
0, 0, 0, 0, 0, 0, 0, 0, 0, 0, 0, 0, 0, 0,_M, 0, 0, 0, 0, 0, 0, 0, 0, 0. 0, 0}, 
-1, 0,-5, 0, 0,-5,-2, 0,-2, 0, 5,-3, 0, 1,_M,-1, 1, 3, 0, 0, 0,-2,-3, 0,-4, 0}, 
■2,-3,-6,-4,-3, 2,-4,-2, 2, 0,-3, 6, 4,-3,_M,-3,-2,-3,-3,-l, 0, 2,-2, 0,-1,-2), 
■1,-2,-5,-3,-2, 0,-3,-2, 2, 0, 0, 4, 6,-2,_M,-2,-l, 0,-2,-1, 0, 2,-4, 0,-2,-1), 
0, 2,-4, 2, 1,-4, 0, 2,-2, 0, 1,-3,-2, 2,_M,-1, 1, 0, 1, 0, 0,-2,-4, 0,-2, 1), 

M,_M,_M,_M,_M,_M,_M,_M,_M,_M,_M,_M,_M,_M, 0,_M,_M,_M,_M,_M,_M,_M,_M,_M,_M,_M), 



1,-1,-3,-1,-1,-5,-1, 

0, 1,-5,2,2,-5,-1, 
-2, 0,-4,-1,-1,-4,-3, 

1,0, 0, 0, 0,-3, 1,- 

1, 0,-2, 0, 0,-3, 0,- 
0, 0, 0, 0, 0, 0, 0, 
0,-2,-2,-2,-2,-1.-1, 
-6,-5,-8,-7,-7, 0,-7, 
0, 0, 0, 0, 0, 0, 0, 
-3,-3, 0,-4,-4, 7,-5, 
0, 1,-5, 2, 3,-5, 0, 



0,-2, 0,-1,-3,-2,-1, 
3,-2, 0, 1,-2,-1, 1, 
2,-2, 0, 3,-3, 0, 0, 
■1,-1,0, 0,-3,-2, 1,' 
-1, 0, 0, 0,-1,-1, 0,' 
0, 0, 0, 0, 0, 0, 0, 
-2, 4, 0,-2, 2, 2,-2, 
-3,-5, 0,-3,-2,-4,-4, 
0, 0, 0, 0, 0, 0, 0 
0,-1, 0,-4,-1,-2,-2, 
2,-2, 0, 0,-2,-1, 1, 



_M, 6, 0. 0, 1, 0, 0,-1,-6, 0,-5, 0), 
M, 0, 4, 1,-1,-1, 0,-2,-5, 0,-4, 3), 
_M, 0, 1, 6, 0,-1, 0,-2, 2, 0,-4, 0), 
M, 1,-1, 0, 2, 1, 0,-1,-2, 0,-3, 0}, 
M, 0,-1,-1, 1, 3, 0, 0,-5, 0,-3, 0), 
M, 0, 0, 0, 0, 0, 0, 0, 0, 0, 0, 0), 
,_M,-l,-2,-2,-l, 0, 0, 4,-6, 0,-2,-2), 
M,-6,-5, 2,-2,-5, 0,-6,17, 0, 0,-6), 
M, 0, 0, 0, 0, 0, 0, 0, 0, 0, 0, 0), 
1m,-5,-4,-4,-3,-3, 0,-2, 0, 0,10,-4), 
M, 0, 3, 0, 0, 0, 0,-2,-6, 0,-4, 4) 



40 



45 



50 
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Table 1 (conV) 



I* 
*/ 

^include <stdio.h> 
include <ctype.h> 



10 



15 



#define 


MAXJMP 


16 


/* max jumps in a diag */ 


#define 


MAXGAP 


24 


/* don't continue to penalize gaps larger than this */ 


#denne 


JMPS 


1024 


/* max jmps in an path */ 


#define 


MX 


4 


/* save if there's at least MX-1 bases since last jmp */ 


#define 


DMAT 


3 


/* value of matching bases */ 


#defme 


DMIS 


0 


/* penalty for mismatched bases */ 


#define 


DINSO 


8 


/* penalty for a gap */ 


#define 


DINSl 


1 


/* penalty per base */ 


#deFme 


PINSO 


8 


/* penalty for a gap */ 


#define 


PINSl 


4 


/* penalty per residue */ 



struct jmp { 

short 

20 unsigned short 

}; 



nPvIAXJMP]; /* size of jmp (neg for dely) */ 
x[MAXJMP]; /* base no. of jmp in seq x */ 
/* limits seq to 2*16-1 */ 
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struct diag { 








mt 


score; 


/* score at last jmp */ 




long 


offset; 


/* offset of prev block */ 




short 


ijmp; 


/* current jmp index */ 


}; 


struct jmp jp; 


/* list of jmps */ 


struct path { 








int 


spc; /* number of leading spaces */ 




short 


n[JMPS];y* size of jmp (gap) */ 


}; 


mt 


x[JMPS];/* loc of jmp (last elem before gap) */ 


char 




*ofile; 


/* output file name */ 


char 




*namex[2]; 


/* seq names: getseqsQ */ 


char 




*prog; 


/* prog name for err msgs */ 


char 




*seqx[2]; 


/* seqs: getseqsO */ 


int 




dmax; 


/* best diag; nwO */ 


int 




dmaxO; 


/* final diag */ 


int 




dna; 


/* set if dna: mainO */ 


int 




endgaps; 


/* set if penalizing end gaps */ 


int 




gapx, gapy; 


/* total gaps in seqs */ 


int 




lenO, lenl; 


/* seq lens */ 


int 




ngapx, ngapy; 


/* total size of gaps */ 


int 




smax; 


/* max score: nwQ */ 


int 




*xbm; 


/* bitmap for matching */ 


long 




offset; 


/* current offset in jmp file */ 


struct 


diag 


*dx; 


/* holds diagonals */ 


struct 


path 


pp[2]; 


/* holds path for seqs */ 


char 




*calloc0, *mallocO, * 


mdexQ, *strcpyO; 


char 




*getseqO, *g_callocO; 
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Table 1 (conV) 



I* Needleman-Wunsch alignment program 
* 

* usage: progs filel file2 

* where filel and file2 are two dna or two protein sequences. 

5 * The sequences can be in upper- or lower-case an may contain ambiguity 

* Any lines beginning with ' > ' or ' < ' are ignored 

* Max file length is 65535 (limited by tmsigned short x in the jmp struct) 

* A sequence with 1/3 or more of its elements ACGTU is assumed to be DNA 

* Output is in the file "align.out" 

10 * 

* The program may create a trap file in /tmp to hold info about traceback. 

* Original version developed under BSD 4.3 on a vax 8650 
*/ 

include "nw.h" 
15 ^include "day.h" 

static _dbval[26] = { 

1 , 14,2, 13,0,0,4, 1 1 ,0,0, 12,0,3, 15,0,0,0,5,6,8,8,7,9,0, 10,0 



20 



>; 



static jpbval[26] = { 

1, 2](1< <('D'-'A'))|(1< <('N'-'A')), 4, 8, 16, 32, 64, 
128, 256, OxFFFFFFF, 1< < 10, 1< < 11 , 1< < 12, 1< < 13, 1< < 14, 
1<<15, 1<<16, 1<<17, 1<<18, 1<<19, 1<<20, 1<<21, 1< <22, 
'25 1<<23, 1<<24, 1<<25|(1<<('E'-'A'))|(1<<('Q'-'A')) 

main(ac, av) main 
I^i int ac; 

. 30 char *avO; 

{ 

prog = av[0]; 
t if(ac!=3){ 

Q)rintf(stderr, "usage: %s file! file2\n", prog); 
35 fifirintf(stderr, "where filel and file2 are two dna or two protein sequences.W); 

fprintf(stderr, "The sequences can be in upper- or lower-case\n"); 
a, fprintf(stderr,"Any lines beginning with ';" or ' < " are ignoredW); 

fi)rintf(stderr, "Output is in the file \"align.out\"\n"); 

exit(l); 

40 } 

namex[0] = av[l]; 

namex[l] = av[2]; 

seqx[01 = getseq(namex[0], &len0); 

seqx[ll = getseq(namex[l], &lenl); 
45 xbm = (dna)? _dbval : _pbval; 

endgaps = 0; /* 1 to penalize endgaps */ 

ofile = "align.out"; /* output file */ 

50 nwO; /* fill in the matrix, get the possible jmps */ 

readjmpsO; /* get the actual jmps */ 

printO; /* print stats, alignment */ 



55 } 



cleanup(0); /* unlink any tmp files */ 
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Table 1 fcont'> 



/* do the alignment, return best score: mainO 

* dna: values in Fitch and Smith, PNAS, 80, 1382-1386, 1983 

* pro: PAM 250 values 

* When scores are equal, we prefer mismatches to any gap, prefer 

* a new gap to extending an ongoing gap, and prefer a gap in seqx 

* to a gap in seq y. 
*/ 

nwO 
{ 



char 


*px, *py; 


/* seqs and ptrs */ 


int 


*ndely, *dely; 


/* keep track of dely */ 


int 


ndelx, delx; 


/* keep track of delx */ 


int 


*tmp; 


/* for swapping rowO, rowl */ 


int 


mis; 


/* score for each type */ 


Int 


insO, insl; 


/* insertion penalties */ 


register 


id; 


/* diagonal index */ 


register 


ij; 


/* jmp index */ 


register 


*colO, *coll; 


/* score for curr, last row */ 


register 


XX, yy; 


/* index into seqs */ 



dx = (struct diag *)g_caIloc("to get diags", lenO+Ienl + 1, sizeof(struct diag)); 

ndely = Qnt *)g_caUoc("to get ndely", lenl+1. si2eof(int)); 
dely = {int *)g_calloc("to get dely", Ienl + 1, sizeof(mt)); 
colO = (int *)g_calloc("to get coIO", lenl + l, sizeof(int)); 
coll = (int *)g_caIloc("to get coll", lenl+1. azeofOnt)); 
insO = (dna)? DDMSO : PINSO; 
insl = (dna)? DINSl : PINSl; 

smax = -10000; 
if (endgaps) { 

for (coiop)] = dely[0] = -insO, yy = 1; yy < = lenl; yy + 4 ) { 
colO[yy] = delylyy] = colO[yy-l] - msl; 
ndely[yy] = yy; 

} 

colO[0] - 0; /* Waterman BuU Math Biol 84 */ 

} 

else 

for (yy = 1; yy < = lenl; yy++) 
<lelybv] = -msO; 

/* fill in match matrix 

*/ 

for ^x = seqx[0], xx = 1; xx < = lenO; px++, xx++) { 

/* initialize first entry in col 

*/ 

if (endgaps) { 

if (XX == 1) 

coll[0] = delx = -(insO+insl); 

else 

coll[0] = delx = colO[0] - insl; 
ndelx = xx; 

} 

else { 

coll[0] = 0; 
delx = -insO; 
ndelx = 0; 

} 
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Table 1 (conf) 

...nw 



for (py = seqx[l], yy = 1; yy < = lenl; py++, yy++) { 
mis = colOtyy-l]; 
if(dna) 

5 mis + = (3cbm[*px-'A']&xbm[*py-'A'])? DMAT : DMIS; 

else 

mis += _day[*px-'A'][*py-'A']; 

/* iqxlate penalty for del in x seq; 
1" * fevor new del over ongong del 

* ignore MAXGAP if weighting endgaps 
*/ 

if (endgaps 1 1 ndely[yy] < MAXGAP) { 

if (coIOIyy] - insO > = dely[yy]) { 

dely[yy] = colO[yy] - (insO+insl); 
ndelyl^ry] = 1; 

} else { 

dely[yy] -= insl; 
ndely[yy] ++; 

20 } 

} else { 

if (colOlyy] - (insO + ins 1) > = dely[yy]) { 
delyCyy] = colOIyy] - (insO+insl); 
' ndelytyy] = 1; 

J } else 

ndelylyy] + +; 

} 



/* update penalty for del in y seq; 
"30 * fevor new del over ongong del 

if (endgaps 1 1 ndelx < MAXGAP) { 
«l if (colltyy-1] - insO > = delx) { 

delx = coll[yy-l] - (insO+insl); 
riP^ ndelx = 1; 

il } else { 

5 delx -= insl; 

ndelx++; 

40 }else{ ^ 

if (colltyy-l] - (insO+insl) > = delx) { 
delx = coll[yy-l] - (insO+insl); 
ndelx = 1; 

}else 

ndelx++; 

} 

/* pick the maximum score; we're favoring 
* mis over any del and delx over dely 
50 */ 



55 
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...nw 

id = xx-yy + lenl - 1; 

if (mis > = delx && mis > = delytyy]) 

coll by] = ™is; 
5 else if (delx > = dely[yy]) { 

coll[yy] = delx; 
ij = dx[id].ijmp; 

if (dx[id].jp.n[0] && (!dna 1 1 (ndelx > = MAXJMP 
&& XX > dx[id].jp.x[ij]+MX) 1 1 mis > dx[id].score+DINSO)) { 
10 dx[id].ijmp++; 

if (++ ij >= MAXJMP) { 

writejmps(id); 

ij = dx[id].ijmp = 0; 

dx[id]. offset = offset; 

offset += sizeof(struct jmp) + sizeof(offset); 

} 

dx[id] .jp.n[ij] = ndelx; 
dx[id].jp.x[ij] = xx; 

•^0 dx[id]. score = delx; 

|.A > 

M coIl[yy] = delyCyy]; 

ij = dxpdj.ijmp; 

r-J^ if (dx[id] jp.n|0I && (!dna 1 1 (ndely[yy] > = MAXJMP 

IM && XX > dx[id] jp.x[ij] +MX) 1 1 mis > dx[id].score+DINSO)) { 

i^fl dx[idj.ijmp++; 

iLli if >= MAXJMP) { 

writejmpsad); 

ij = dx[id].ijmp = 0; 

:^ dxpdj. offset = offset; 

ofifeet += rfzeofCstructjmp) + sizeof(o1^); 



; 35 



} 

} 

dx[id].jp.n[ij] = -ndely[yy]; 
% dx[id]op.x[ij] = xx; 

dxpdJ. score = delylyy]; 

> 

if (xx = = lenD && yy < lenl) { 
40 /* last col 

*/ 

if (endgaps) 

coIl[yy] -= insO+iiisl*Cleiil-yy); 
if (coll[yy] > smax) { 
45 smax = coll[yy]; 

dmax = id; 

} 

} 

50 if (eodgaps && xx < lenO) 

colltyy-l] -= insO+iiisl*OenO-xx); 
if (coll[yy-l] > smax) { 

smax = coIl[yy-l]; 
dmax = id; 

55 } 

^ Wap = colO; colO = coll; coll = tmp; 

(▼oid) fiiee((char *)ndely); 
(void) free((char *)dely); 
60 (void) free((char *)colO); 

(void) free((char *)coll); 
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Table 1 (cont') 

/* 

* 

* printO — only routine visible outside this module 
* 

* static: 

* getmatO ~ trace back best path, count matches: printQ 

* pr_alignO ~ print alignment of described in array pQ: printQ 

* dumpblockO — dump a block of lines with numbers, stars: pr alignQ 

* numsQ — put out a number line: dumpblockO 

* putlineO - put out a line (name, [num], seq, [num]): dumpblockO 

* starsO - -put a line of stars: dumpblockO 

* stripnameO - strip any path and prefix from a seqname 
*/ 

iS^dude "nw.h" 
#derme SPC 3 

Mefine P LINE 256 /* maximum output line */ 

^define P SPC 3 /* space between name or nxun and seq */ 

extern _day{26][26]; 

int olen; /* s« output line lei^ */ 

FILE *fe; /* output file */ 

printO print 

{ 

int Ix, ly, firstgs^, lastgap; /* overlap */ 

if ((ft = fi3pen(ofile, "w")) == 0) { 

15)rintf(stderr,"%s: can't write %s\n", prog, ofile); 

cleanup(l); 

} 

^rintf(fic, "< first sequence: %s (length = %d)\n", namex[0], lenO); 
^rintf(fx, ''<second sequence: %s Gength = %d)\n", namex[l], lenl); 
olen = 60; 
Ix = lenO; 
ly = lenl; 

firstgap = lastgap - 0; 

if (dmax < lenl - 1) { /* leading gap in x */ 
pp[0].spc = firstgap = lenl - dmax - 1; 
ly -= pp[0].spc; 

> 

else if (dmax > lenl - 1) { /* leading gap in y */ 
pp[l].spc = firstgap = dmax - (lenl - 1); 
Ix -= pp[l].spc; 

} 

if (dmaxO < lenO - 1) { /* trailing gap m x */ 
lastgap = lenO - dmaxD -1; 
Ix -= lastgap; 

} 

else If (dmaxO > lenO - 1) { /* trailing gap in y *J 
lastgap = dmaxO - (lenO - 1); 
ly -= lastgap; 

> 

getmat(lx, ly, firstgap, lastgap); 
pr_alignO; 
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/* 

* trace back the best patb, count matches 
*/ 

static 

5 g^mat(lx, ly, firstgap, laslgap) getmat 
int Ix, ly; /* "core" (minus endgaps) */ 

int firstgap, lastgap; /* leading trailing overli^ */ 

int nm, 10, il, sizO, sizl; 

10 char outx[32]; 

double pet; 

roister nO, nl; 

re^usterchar *pO, *pl; 

15 /* get total matches, score 

*/ 

10 = il = sizO = sizl = 0; 
pO = seqx[0] + pp[l].spc; 
pi = seqx[l] + pp[0].spc; 
20 nO = pp[l].spc + 1; 

= PpPB-spc + 1; 

% mn = 0; 

while ( *p0 «Si& *pl ) { 
if5 if(sizO){ 

111 pl + +; 

III nl + +; 

sizO— ; 

"'So else if (sizl) { 

pO++; 

ij* nO++; 
; ' !' sizl—; 

> 

l35 else{ 

jM; if (xbm[*pO-'A']&xhm[*pl-'A']) 

i J iun++; 

if (nD++ = = pp[0].x[K)]) 

sizO = pp[0].n[iO + +]; 
40 if (nl + + = = pp[l].x[il]) 

sizl = ppll].n[il++]; 

pO++; 
pl ++; 

/* pet homology: 

* if penalizing endgaps, base is the shorter seq 

* else, knock off overhangs and take shorter core 
50 */ 

if (endgaps) 

Ix = (lenO < lenl)? lenO : lenl; 

else 

Ix = (Ix < ly)? Ix : ly; 
55 pet = 100.*(double)nm/(double)Ix; 

^rintf(ft, "\n"); 

^rintf(fx, " < %d match%s in an overlap of %d: %.2f percent siniilarity\n", 
mn, (nm == I)? "" : "es", Ix, pot); 

60 
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iprintf(fx, " <gaps in first sequence: %d", gapx); 
if (gapx) { 

(void) sprintf(outx, " (%d %s%s)", 

ngapx, (dna)? "base":"residue", (ngapx == 1)? "":"s"); 

fprintf(fx,"%s", outx); 

fyrintf(fx, ", gaps in second sequence: %d", gapy); 
if(gapy){ 

(void) sprintf(outx. " (%d %s%s)", 

ngapy, (dna)? "base": "residue", (ngapy == 1)? "":"s"); 
fprintf(fx,"%s", outx); 



...getmat 



} 

if (dna) 



fprintf(fx, 

"\n< score: %d (match = %d, mismatch = %d, gap penalty = %d + %d per base)\n", 
smax, DMAT, DMIS, DINSO, DINSl); 



} 



lprintf(ix, 

"\n<score: %d (Dayhoff PAM 250 matrix, gap penalty = %d + %d per residue)\n", 
smax, PINSO, PINSl); 
if (endgaps) 

tprintf(fx, 

"< endgaps penalized, leftendgap: %d %s%s, right endgap: %d %s%s\n", 
firstgap, (dna)? "base" : "residue", (firstgap == I)? : "s", 
lastgap, (dna)? "base" : "residue", Oastgap == 1)? "" : "s"); 



else 



fprintf(fx, "< endgaps not penalized\n"); 



static 
static 
static 
static 
static 
static 
static char 
static char 
static char 
static char 

/* 

* print alignment of described in struct path ppQ 
*/ 

static 

pralignO 

{ 



/* matches in core — for checking */ 
/* lengths of stripped file names */ 
/* jmp index for a path */ 
/* number at start of current line */ 
/* current elem number — for gapping */ 

/* ptr to current element */ 
/* ptr to next output char slot 



nm; 
Imax; 

mil 

nc[2]; 
ni[2]; 
siz[2]; 

*ps[2]; 
*poI2]; 

out[21|P_]J[NE]; /* output line */ 
starlP LINE] ; /* set by starsQ */ 



int 
int 



nn; 

more; 

i; 



/* char count */ 



pr_aligii 



for (i = 0, Imax = 0; i < 2; i+ +) { 
nn = stripname(namex[i]); 
if (nn > Imax) 

Imax = nn; 



nc[i] = 1; 
ni[i] = 1; 
siz[i] = ij[i] = 0; 
ps[i] = seqxp]; 
pop] = out[i]; 
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10 



15 



20 



^30 



1.35 



40 



45 



for (im = nm = 0, more = 1; more; ) { 

for (i = more = 0; i < 2; i++) { 
/* 

* do we have more of this sequence? 
*/ 

if (!*ps[i]) 

continue; 

more++; 

if (PP[i]-spc) { /* leading space */ 
*po[i] + + = • '; 
H)[q.spc-; 

> 

else if (sizpl) { /* in a gap */ 
*po[q++ = 
siz[i]-; 



...pralign 



} 

dse { 



} 



/* we're putting a seq element 
*/ 

*po[i] == *ps[i]; 
if (islower(*ps[i])) 

*ps[i] = toupper(*ps[i]); 

po[i] + +; 
ps[i] ++; 

/* 

* are we at next gap for tills seq? 
*/ 

if(m[i] =-pp[i].x[ij[i]]){ 

/* 

* we need to merge all gaps 

at this location 
*/ 

sizRl =pp[i].n[ijni + +]; 
wlule (ni[i] == pp[i].x[ij[i]]) 

siz[g +=pp[i].n[ij[a + +l; 

} 

ni[i] + +; 



if (+ +nn = = olen j | !more && nn) { 
dumpblockO; 
for(i = 0; i < 2; i++) 
pop] = out[i]; 

nn = 0; 

} 



50 } 



/* 

* dvxnp a block of lines, including numbers, stars: pr_alignO 

*/ 

55 static 

dumpblockO 
{ 

register i; 

60 for (i = 0; i < 2; i+ +) 

*poH- = 'VO'; 



dumpblock 



Page 4 of nwprmt.c 



322 



Table 1 (conV) 



...dumpblock 

(void) putc('\n', fx); 
for (i = 0; i < 2; i++) { 
5 If (*outIi] && (*out[i] != " 1 1 *(Po[i]) !=")){ 

lf(i==0) 

nums(i); 
if (i = = 0&&*out[l]) 
starsO; 

10 putline(i); 

if (i == 0&&*out[l]) 

l^rintfCfx, star); 
if(i== 1) 

nunis(i); 



15 



> 



} 



/* 

20 * put'out a number line: dmiq>block0 
*/ 

static 

nuins(ix) niuns 
int ix; /* index in outQ holding seq line */ 



25 { 



char nline[P_LINE]; 



r^plster char *pn, *px, *py; 



30 for (pn = nllne, i = 0; i < lmax+P_SPC; i++, pn++) 

*pn = ' '; 

for (i = nc[ix], py = out[ix]; *py; py++, pn++) { 

if(*py==" 1 1 *py ==•-•) 

*pn = • •; 

35 else{ 

if (i%10 == 0 1 1 (i == 1 && nc[ix] != 1)) { 
j = (i< 0)? -i : i; 
for (px = pn; j; j /= 10, px-) 
*px =j%10 + '0'; 

40 if(i<0) 



} 



*px = •-•; 



*pn = 



45 i++; 

> 

> 

*pn = '\0'; 
nc[ix] - i; 

50 for (pn = nllne; *pn; pn + + ) 

(void) putc(*pn, fx); 
(vdid) putc('\n'. fic); 

} 

55 /* 

* put out a line (name, [num], seq, [num]): dumpblockO 
*/ 

static 

putiine(ix) putline 
60 int ix; 
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10 



int i; 
roister char '''px; 

fornix = namexpx], i = 0; *px&& *px != ':'; px++, i++) 

(void) putc(*px, fx); 
for (; i < lmax+P_SPC; i++) . 

(void) putoC fx); 



.putline 



/* these count from 1: 

* mO is current el^eitt (from 1) 

* ncO is number at start of current line 

*/ 

15 for (px = outpx]; *px; px+ +) 

(void) putc(=^x&0x7F, fe); 
(void)putc('\n', fx); 



20 



\A I* 

* put a line of stars (seqs always in out[0], out[l]): dumpblockO 

*/ 

static 

\ !p5 starsO stars 



5 i! 



{ 



int i; 

register char *pO, *pl, cx, *px; 



s 30 if (!*out[0] 1 1 (*out[0] = = " && *(po[0]) = = ") 1 1 

h,r. !*out[l] 1 1 (*out[l] ==••&& *(po[l]) = ='•)) 

v\i return; 

5 r P'^ ~ Star; 

! for (i = Imax+PJSPC; i; i-) 

I:;P5 *px++ = ' •; 

1,5, for (pO = outtO], pi = out[l]; *pO && *pl; pO+ +, pi + +) { 
if (isalpha(*pO) «&& isalpha(*pl)) { 

40 if(xbm[*pO-'A']&xbm[*pl-'A']){ 

cx = •*•; 
nm++; 



45 



50 



} 

elseif (!dna&&_day[*pO-'A'][*pl-'A'] > 0) 
cx = '.'; 



55 } 



60 



} 

else 

cx = 
*px+ + = cx; 

} 

*px++ = *\n'; 
*px = 'XO'; 
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* strip path or prefix from pn, return len: pr_alignO 
*/ 

static 
5 stripiiame(pn) 

char *pn; /* file name (may be path) */ 



10 



15 



{ 



register char *px, *py; 
py = 0; 

for = pn; *px; px+ +) 
if (*px = = 7') 

py = px + 1; 

if{py) 

(void) strq)y(pn, py); 
retarB(strIen(pn)); 



stripname 



20 



'25 



1435 



40 



45 



50 



55 



60 
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/* 

* cleanupO — cleanup any tmp file 

* getseqO — read in seq, set dna, len, maxlen 

* g callocO - callocO with error checkin 

* readjmpsO - get the good jmps, from tmp file if necessary 

* writejn^jsO - write a filled array of jmps to a tmp file: nwO 

*y 

^include "nw.h" 
jSlndude <sys/file.h> 



char *jname = 7tmp/homgXXXXXX"; 

FILE *g; 

int cleanupO; 

long IsedcQ; 



/* tmp file fi3r jmps */ 
/* cleanup tmp file */ 



* remove any tmp file if we blow 

*/ 

cleam]p(i) 
{ 



int 

if(fi) 
exit(i); 



(void) unlinkQname); 



cleanup 



* read, rehim ptr to seq, set dna, len, maxlen 

* skip lines starting with *;', ' < ', or ' > ' 

* seq in upper or lower case 
*/ 

char * 
getseq(file, len) 
char 



int 



*file; 
*len; 



char 

register char 
int 

FILE 



/* file name */ 
/* seq len */ 

Iine[1024], *pseq; 
*px, *py; 
natgc, tlen; 



getseq 



if ((^ = fopen(file,"r")) == 0) { 

Q)rintf(stderr,''%s: can't read %s\n'', piog, file); 
exit(l); 

> 

tlen = natgc = 0; 

wiiOe {fgets(line, 1024, fp)) { 

if (*line == ] | *line ==•<'] j *liiie =='>') 

continue; 
for (px = line; *px != '\n'; px++) 

if (isupper(*px) | j islower(*px)) 
tlen+ + ; 

} 

if ((pseq = malloc((unsigned)(tlen4-6))) == 0) { 

fprintf(stderr,"%s: mallocQ failed to get %d bytes for %s\n", prog, tlen+6, file); 
exit(l); 

} 

pseq[0] = pseq[13 = pseq[2] = pseq[3] = *\0'; 
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15 



Table 1 fcont') 

py = pseq + 4; 
*len = tien; 
rewind(Q)): 

while (fgetsOine, 1024, fp)) { 

if (*line == ';' 1 1 *line == '<' || == '>') 
continue; 

for (px = line; *px ! = '\n'; px++) { 
10 if (isupper(*px)) 

*py++ = *px; 
else if (islower{*px)) 

*py+ + = toupper(*px); 
if (index("ATGCU",*(py-l))) 
natgc+ + ; 
} 

} 

*py++ = '\0'; 
*py = '\0'; 
20 (void) fclose(fip); 

hii dna = natgc > {tlen/3); 

retum(pseq+4); 

1; } 

j*25 char * 

g_calloc(msg, nx, sz) gjCalloC 

V'^ char *msg; /* program, calling routine */ 

''"J' int nx, sz; /* number and size of elements */ 

{ 

3 30 char *px, *calloc0; 

i l l; if ({px = calloc((unsi^ed)nx, (iuisigned)sz)) == 0) { 
5 7 ^ (*nisg) { 

I ' ^rintf(stderr, " %s: g_caUocO failed %s (n= %d, sz= %d)\n", prog, msg, nx, sz); 

1*35 exit(l); 

} 

} 

returo(px); 



40 



/* 

* get final jmps from dxQ or tmp file, set ppQ, reset dmax: mainQ 
*/ 



readjmpso readjmps 
45 { 

int fd = -1; 

int siz, iO, il; 

register i, j, xx; 

50 if(®{ 

(void) fclose(g); 

if ((fd = openQname, 0_RDONLY, 0)) < 0) { 

l^)rintf(stderr, "%s: can't openQ %s\n", prog, jname); 
cleanup(I); 

55 } 
} 

for (i = K) = 11 = 0, dmaxO = dmax, xx = lenO; ; i+ +) { 
while (1) { 

for (j = dx[dn]ax].ijmp; j > = 0 && dx[dmax].jp.x(j] > = xx; j-) 



60 
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Table 1 (cont'> 

...readjmps 

if (j < 0 && dx[dmax] .offset && fj) { 

(void) lseek(fd, dx[dmax].offset, 0); 
(vmd) read(fU, (char *)&dx[dmax].jp, sizeof(stnict jmp)); 
5 (void) read(fd, (char *)&dx[dmax] .offset, sizeof(dx[diBax] .offset)); 

dx[dmax].ijmp = MAXJMP-1; 

} 

else 

break; 

10 } 

if(i >= JMPS){ 

^rintf(stderr, "%s: too many gaps in aligmnentXn", prog); 
cleanup(l); 

15 if(j>=0){ 

siz = dx[dmax].jp.n|j]; 
XX = dx[dmax].jp.x|j]; 
dmax += siz; 

if (siz < 0) { /* gap in second seq */ 

20 pp[l].iilil] = -siz; 

XX + = siz; 

h /* id = XX - yy + lenl - 1 

1 */ 

pp[l].x[il] = XX - dmax + lenl - 1; 
f';S25 gapy++; 

ngapy -= siz; 
/* ignore MAXGAP when doing endgaps */ 
I s siz = (-siz < MAXGAP 1 1 endgaps)? -siz : MAXGAP; 

ii++; 

; 30 > 

' _ eke if (siz > 0) { /* gap in first seq */ 

:iZ PP[0]-n[iO] = siz; 

ill ' pp[0].x[iO] = xx; 

J* gapx+ + ; 

I„i35 ngapx += siz; 

I ii!; /* ignore MAXGAP when doing endgaps */ 

! siz = (siz < MAXGAP 1 1 endg^s)? siz : MAXGAP; 

^™ iO++; 

40 } ^ 

else 

break; 

} 

45 /* reverse the order of jmps 

*/ 

for (j = 0, iO~; j < iO; j + iO-) { 

i = pp[0].n[j]; pp[0].nD] = pp[0].n[iO]; pp[0].n[iO] = i; 
i = pp[0].x[j]; pp[0].xlj] = pp[0].x[iO]; pp[0].x[iO] = i; 

50 } 

for (j = 0, il~; j < il; j + + , il-) { 

i = pp[l].nlj]; pp[l].nD] = pp[l].n[il]; pp[l].n[il] = i; 
i = pp[l].x01; pptl].xO] = pp[l].x[il]; pp[l].x[il] = i; 

55 if(fd>=0) 

(void) close(fd); 

if (mi 

(void) unlink(jname); 
fj =0; 

60 offset = 0; 

} 

} Page 3 of nwsubr.c 



328 



Table 1 fcont') 



* write a filled jmp struct ofife^ of the prev one (if any): nwQ 
*/ 

writejmps(ix) 

int ix; 

{ 

char *mktempO; 

if (mktempQname) < 0) { 

:4>rintf(stderr, "%s: can't mktempO %s\n", prog, jname); 
cleanup(l); 

} 

if ((5 = fopenOname, "w")) == 0) { 

fprintf(stderr, "%s: can't write %s\n", prog, jname); 
exit(l); 

} 

} 

(void) fwrite((diar *)&dx[ix].jp, size«f(stnict jmp), 1, §); 
(Toid) fwrite((diar *)&dx[ix].offeet, sizeof(dx[ix].ofl&et), 1, g); 
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PRO XXXXXXXXXXXXXXX (Length = 15 amino acids) 

Conq)arison Protein XXXXXYYYYYYY (Length = 12 amino acids) 

% mam acid sequence identity = 

(the number of identically matching amino acid residues between the two polypeptide sequences as determined 
by ALIGN-2) divided by (the total number of amino acid residues of the PRO polypq)tide) = 



5dividedby 15 = 33.3% 
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PRO XXXXXXXXXX (Length = 10 amino acids) 

Comparison Protein XXXXXYYYYYYZZYZ (Length = 15 amino acids) 

5 % amino acid sequence identity = 

(the number of identically matching amino acid residues between the two polypeptide sequences as determined 
by ALIGN-2) divided by (flie total number of amino acid residues of the PRO polypeptide) = 

10 5 divided by 10 = 50% 



3 

3 /.ii. 
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PRO-DNA NNNNNNNNNNNNNN (Length = 14 nucleotides) 

Comparison DNA NNNNNNLLLLLLLLLL (Length = 16 nucleotides) 

5 % nucleic acid sequence identity = 

(the nuniber of identically matching nucleotides between the two nucleic acid sequences as determined by 
ALIGN-2) divided by (the total number of nucleotides of the PRO-DNA nucleic acid sequence) = 

10 6 divided by 14 = 42.9% 
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PRO-DNA NNNNNNNNNNNN (Length = 12 nucleotides) 

Comparison DNA NNNMXLW (Length = 9 nucleotides) 

5 % nucleic acid sequence identity = 

(the number of identically matching nucleotides between the two nucleic acid sequences as determined by 
ALIGN-2) divided by (the total number of nucleotides of the PRO-DNA nucleic acid sequence) = 

10 4 divided by 12 = 33.3% 
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II. Compositions and Methods of the Invention 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PRO polypeptides. In particular, cDNAs encoding various PRO 
polypeptides have been identified and isolated, as disclosed in further detail in the Examples below. It is noted 
that proteins produced in separate expression rounds may be given different PRO mmibers but the UNQ number 
5 is unique for any given DNA and the encoded protein, and will not be changed. However, for sake of 
simplicity, in the present specification the protein encoded by the full length native nucleic acid molecules 
disclosed herein as well as all further native homologues and variants included in the foregoing definition of 
PRO, wiU be referred to as "PRO/nmnber'', regardless of their origin or mode of preparation. 

As disclosed in the Exaniples below, various cDNA clones have been deposited with the ATCC. The 
10 actual nucleotide sequences of those clones can readily be determined by the skilled artisan by sequencing of the 
deposited clone using routine methods in the art. The predicted amino acid sequence can be determined from 
the nucleotide sequence using routine skill. For the PRO polypeptides and encoding nucleic acids described 
\'A herein. Applicants have identified what is believed to be the reading frame best identifiable witti the sequence 
III information available at the time. 
fSlS 

A. Full-Lengfli PRO Polypeptides 
llil; 1. PRO1560 

'i* Using the WU-BLAST2 sequence alignment computer program, the fiill-length native sequence 

i. j PRO1560 (shown in Figure 2 and SEQ ID NO:4) has certain amino acid sequence identity with Tspan-6, 
1 Ii20 identified after the discovery of the present uivention herein. Accordingly, it is presently believed that PRO1560 
' ~ disclosed in the present application is a newly identified member of the tetraspan family. 



2. PR0444 

Hie DNA26846-1397 clone was isolated fix)m a human fetal lung library using a tr^ping technique 
25 which selects for nucleotide sequences encoding secreted proteins. Thus, the DNA26846-1397 clone encodes 
a secreted factor. As far as is known, the DNA26846-1397 sequence encodes a novel ^tor designated herein 
as PR0444. Using the WU-BLAST2 sequence alignment computer program, no significant sequence identity 
with known proteins was revealed. 

30 3. PRO1018 

The DNA56107-1415 clone was isolated from a human ovary tumor tissue library using a trapping 
technique which selects for nucleotide sequences encoding secreted proteins. As far as is known, the 
DNA56107-1415 sequence encodes a novel factor designated herein as PRO1018; using the WU-BLAST2 
sequence alignment computer program, no significant sequence identities to any known proteins were revealed. 

35 

4. PR01773 

Using the WU-BLAST2 sequence alignment computer program, it has been found that a portion of the 
full-length native sequence PROI773 (shown in Figure 8 and SEQ ID NO: 10) has certain amino acid sequence 
identity with a portion of the retmol dehydrogenase type n protein of rattus norvegicus (ROHZ RAl^. 
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Accordingly, it is presently believed that PR01773 disclosed in the present application is a newly identified 
member of the retinol dehydrogenase protein family and may possess activity typical of that protein family. 

5. PR01477 

Using the WU-BLAST2 sequence alignment computer program, it has been foimd that a full-length 
5 native sequence PRO 1477 (shown in Figure 10 and SEQ ID NO: 12) has certain amino acid sequence identity 
with the mannosyl-oligosacdharide 1,2-alpha-mamiosidase protein (A54408). Accordingly, it is presently 
believed that PR01477 disclosed in the present application is a newly identified member of the mannosidase 
protein family and may possess activity t^ical of the mannosidase protein family. 

10 

6. PR01478 

Using WU-BLAST2 sequence alignment computer programs, it has been found that a full-length native 
sequence PR01478 (shown m Figure 12 and SEQ ID NO: 17) has certain amino acid sequence identity with 
;;f galactosyltransferases. Accordingly, it is presently believed that PR01478 disclosed in the present application 
,^5 is a newly identified member of the galactosyltransferase family and may possess at least one shared mechanism 
with other noembers of this family. 

ii 7. PR0831 

, The DNA56862-1343 clone was isolated from a human uterus library using a trapping technique which 

1^0 selects for nucleotide sequences encoding secreted proteins. Thus, the DNA56862-1343 clone does encode a 

secreted factor. As far as is known, the DNA56862-1343 sequence encodes a novel factor designated hereui 
■| as PR083 1 ; using the WU-BLAST2 sequence alignment computer program, no sequence identities to any known 

proteins were revealed. 

25 8. PR01113 

Using WU-BLAST2 sequence alignment computer programs, it has been found that a fiill-length native 
sequence PROl 1 13 (shown in Figure 16 and SEQ ID NO:24) has certain amino acid sequence identity with LIG- 
1 and SLIT. Accordingly, it is presently believed that PROl 113 disclosed in the present application is a newly 
identified member of the leucine rich repeat family and may possess protein-protein interaction activity as is 
30 typical of this family. 

9. PR01194 

As far as is knovm, the DNAS7841-1522 sequence encodes a novel factor designated herein as 
PROl 194; using 'WU-BLAST2 sequence alignment computer programs, limited sequence identities to known 
35 proteins were revealed. 



10. 



PROlllO 

Using the WU-BLAST2 sequence alignment computer program, it has been found that a fiill-length 
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native sequence PROl 1 10 (shown in Figure 20 and SEQ ED N0:31) has certam amino acid sequence identity 
with the murine myeloid upregulated protein. Accordingly, it is presently believed that PROl 1 10 disclosed in 
the present application is a newly identified member of the myeloid upregulated protein family and may possess 
activity typical of that family. 

5 11. PR01378 

The DNA58730-1607 clone was isolated from a bone marrow library using a trapping technique which 
selects for nucleotide sequences encoding secreted proteins . Thus, the DNA58730-1607 clone encodes a secreted 
factor. As far as is known, the DNA58730-1607 sequence encodes a novel factor designated herein as 
PR01378. WU-BLAST2 sequence alignment cornputer programs revealed some sequence identities between 
10 the amino acid sequence of PR01378 with known proteins. However, they were determined to not be 
significant. 



II 12. PR01481 

As far as is known, the DNA58732-1650 sequence encodes a novel factor designated herein as 
i«d.5 PR01481. Using WU-BIAST2sequenceaIignmentcon5niterprograms,onlysoniesequenceidentitiestokno^ 
^ y proteins were revealed. 

13. PR01189 

I I, Using WU-BLAST2 sequence alignment computer programs, it has been foimd that a full-length native 

1 20 sequence PROl 189 (shown in Figure 26 and SEQ ID NO:43) has certam amino acid sequence identity with the 
[ J amino acid sequence of an E25 protein designated "MUSE25A_1'' in the Dayhoff database. Accordiogly, it is 
|;| presently believed ibat PR01189 disclosed in the present application is a newly identified niiember of the E25 
protein family and may possess activity or properties ^ical of that family. 

25 14. PR01415 

The DNA58852-1637 clone was isolated from a diseased himian prostate tissue library using a trapping 
technique which selects for nucleotide sequences encoding secreted proteins. As far as is known, the 
DNA58852-1637 sequence encodes a novel factor designated herein as PRO 14 15; using the WU-BLAST2 
sequence alignment computer program, no significant sequence identities to any known proteins were revealed. 

30 

15. PR01411 

As far as is known, the DNA59212-1627 sequence encodes a novel factor designated herein as 
PRO 141 1 . However, using WU-BLAST2 sequence alignment computer programs, some sequence identities to 
known proteins were revealed. 

35 



16. PR01295 

As far as is known, the DNA5921 8-1559 sequence encodes a novel factor designated herein as 
PR01295. Using WU-BLAST2 sequence alignment computer programs, only some sequence identities to known 
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proteins were revealed. 

17. PR01359 

Using WU-BLAST2 sequence alignment computer programs, it has been found that a full-length native 
sequence PR01359 (shown in Figure 34 and SEQ ID NO:56) has certain amino acid sequence identity with N- 
5 acetylgalactosamine alpha-2, 6-sialyltransferase. Accordingly, it is presently believed that PRO 1359 disclosed 
in the present application is a newly identified member of the sialyltransferase family and may possess transferase 
activity typical of fliis family. 

18. PRO1190 

10 Using WU-BLAST2 sequence alignment computer programs, it has been found that a fiill-length native 

sequence PROl 190 (shown in Figure 36 and SEQ ID NO:58) has certain amino acid sequence identity with both 
rat and human CDO. Accordingly, it is presently believed that PROl 190 disclosed in the present application 
| :i is a newly identified member of the CDO family and may possess cell adhesion activity typical of the CDO 
family. 

\§ 19. PR01772 

[j J^ Using the WU-BLAST2 sequence alignment computer program, it has been found that a portion of the 

kU full-length, native sequence PR01772 (shown in Figure 38 and SEQ ID NO:63) has certain amino acid sequetice 

j . identity with a human microsomal dipeptidase protein (P_R13857). Accordingly, it is presently believed that 

nj20 PRO 1772 disclosed in the present application is a newly identified member of the peptidase protein family and 

5' " may possess activity typical of that protein family. 

I* 20. PR01248 

Using the WU-BLAST2 sequence alignment cornputer program, it has been found that a Ml-length 
25 native sequence PR01248 (shown in Figure 40 and SEQ ID NO:68) has amino acid sequence identity with the 
PUT-2 protein (AF026198_5). Accordingly, it is presently believed that PR01248 disclosed in the present 
i5)plication is a newly PUT-2 homolog and may possess activity typical of the PUT-2 protein. 

21. PR01316 

30 Using WU-BLAST2 sequence alignment computer programs, it has been found that a full-length native 

sequence PR01316 (shown ia Figure 42 and SEQ ID NO:70) has certaui amino acid sequence identity with 
murine dickkopf. Accordingly, it is presently believed that PR01316 disclosed in the present application is a 
newly identified member of the dickkopf family and may possess the ability to cause head induction from the 
Spemann organizer and/or Wnt antagonism. 

35 

22. PR01197 

As far as is knoAvn, the DNA6061 1-1524 sequence encodes a novel factor designated herein as 
PROl 197. Using WU-BLAST2 sequence alignment computer programs, only some sequeiKe identities to known 
proteins were revealed as fiirther described in the exan:q)les. 
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23. PR01293 

Using the WU-BLAST2 sequence alignment computer program, it has been found that a full-length 
native sequence PRO 1293 (shown in Figure 46 and SEQ ID NO: 77) has certain amino acid sequence identity 
with the human Ig heavy chain V region protein (HSVCD54_1). Accordingly, it is presently believed that 
PR01293 disclosed in the present application is a newly identified member of the Ig superfamily of proteins and 
5 fragments thereof and may possess activity typical of that family. 

24. PRO1380 

The DNA60740-16I5 clone was isolated from a human retina library. As far as is known, the 
DNA60740-1615 sequence encodes a novel multi-span transmembrane polypeptide designated herein as 
10 PRO1380. Using WU-BLAST2 sequence alignmeiit conq>uter programs, some sequence identity with known 
proteins were reveal^. 

11 25. PR01265 

J if Using WU-BLAST2 sequence alignment computer programs, it has been found that a full-length native 

I :r„15 sequence PR01265 (shown in Figure 50 and SEQ ID NO:84) has certain amino acid sequence identity with the 
1=11 Figl polypeptide designated "MMU70429_1'' in the Dayhoff database (version 35.45 SwissProt 35). 
Accordingly, it is presenfly believed that PR01265 disclosed in the present application is a newly identified 
member of the FIGl family and may possess activity typical of the FIGl polypeptide, including activation by 
J = interleukin-4. 

= 7 26. PR0125Q 

Using the WU-BLAST2 sequence alignment computer program, it has been found that a full-length 
r'^' native sequence PRO12S0 (shown in Figure 52 and SEQ ID NO:86) has certain amino acid sequence identity 
with the human long chain fatty add CoA ligase protein (LCFBHUMAN) . Accordingly, it is presently believed 
25 that PRO 1250 disclosed in the present ^plication is a newly identified long chain £atty acid CoA ligase homolog 
that may have activity typical of long chain fatty acis CoA ligase. 

27. PR01475 

Using the WU-BLAST2 sequence alignment computer program, it has been found that a full-length 
30 native sequence PRO 1475 (shown in Figure 54 and SEQ ID NO: 88) has certain amino acid sequence identity 
with a portion of the mouse alpha-3-D-mannoside beat-l,2-N-acetylglucosaminyltransferase I protein. 
Accordingly, it is presentiy believed that PRO 1475 disclosed in the present application is a newly identified 
member of the N-acetylglucosaminyltransferase protein family and may possess activity typical of that protein 
family. 

35 

28. PR01377 

As described herein, WU-BLAST2 sequence alignment con:q)uter programs were used to determine the 
sequence identity of the PR01377 amino acid sequence with the amino acid sequences of known proteins. While 
some sequence identities were revealed, they were determined to not be significant. Accordingly, as far as is 
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known, the DNA61608 sequence encodes a novel transmembrane protein designated herein as PR01377. 

29. PR01326 

The DNA62808-1582 clone is believed to encode a secreted factor. As far as is known, the DNA62808- 
1582 sequence encodes a novel factor designated herein as PR01326; using WU-BLAST2 sequence alignment 
5 computer programs, sequence identities to known proteins were revealed but determined not to be significant. 

30. PR01249 

The DNA62809-1531 clone was isolated from a human colon tumor tissue library using a trapping 
technique which selects for nucleotide sequences encoding secreted proteins. As far as is known, the DNA62809- 
10 1531 sequence encodes a novel factor designated herein as PR01249; using the WU-BLAST2 sequence 
alignmrait conqjuter program, no sequence identities to any known proteins were revealed. 

1=5 31. PR01315 

Using the WU-BLAST2 sequence alignment computer program, it has been found that a full-length 
|«ij.5 native sequence PR01315 (shown in Figure 62 and SEQ ID NO: 104) has certain amino acid sequence identity 
1*1 with the class II cytokine receptor 4 protein of mus musculus (MMU53696_1). Accordingly, it is presently 
I , i, believed that PRO 1315 disclosed in the present application is a newly identified member of the cytokine reeptor 
Ml protein family and may possess activity typical of that family. 

ilJ20 32. PR01599 

! ' J Using WU-BLAST2 sequence alignment computer programs , it has been found that a ftill-length native 

jg sequence PR01599 (shown m Figure 64 and SEQ ID NO: 111) has certain amino acid sequence identity with 
\ =* Dayhoff sequence "CFAD PIG". Accordingly, it is presently believed that PR01599 disclosed in the present 
application is a newly identified member of the Granzyme M family and may possess activity or properties 
25 typical of the Granzyme M family. 

33. FRO1430 

Using WU-BLAST2 sequence aligimient computer programs, it has been found that a full-length native 
sequence PRO1430 (shown in Figure 66 and SEQ ID NO: 116) has certain amino acid sequence identity prostate 
30 specific reductase (designated "P_W03 198" in the Dayhoff database). Accordingly, it is presently believed that 
PRO 1430 disclosed in the present application is a newly identified member of the reductase family and may 
possess activity typical of members of the reductase family. 

34. PR01374 

35 As far as is known, the DNA64849-1604 sequence encodes a novel factor designated herein as 

PR01374; using WU-BLAST2 sequence alignment computer programs, some sequence identities to known 
proteins such as the human alpha subimit of P4HA were revealed. Therefore, it is believed that PRO 1374 is 
related to P4HA and may share one or more mechanisms. 
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35. PR01311 

The DNA64863-1573 clone was isolated from human aortic endothelial cells and is believed to encode 
a novel transmembrane polypeptide designated herein as PR01311. Using WU-BLAST2 sequence alignment 
computer programs, some sequence identities wifli known proteins were revealed, but were determined to not 
be significant. 

5 

36. PR01357 

Using the WU-BLAST2 sequence alignment computer program, it has been found that a full-length 
native sequence PR01357 (shown in Figure 72 and SEQ ID NO: 128) has certain amino acid sequence identity 
with the von Ebner mmor salivary gland protein of mus musculus (MMU46068_1). Accordingly, it is presently 
10 believed that PR01357 disclosed in the present application is a newly identified von Ebner minor salivary gland 
protein homolog. 



37. PR01244 

I =C Using WU-BLAST2 sequence alignment computer programs, it has been found that a full-length native 

\A5 sequence PR01244 (shown in Figure 74 and SEQ ID NO: 130) has certain amino acid sequence identity with a 

jfl known implantation-associated protein designated "AF008554_1'' on the Dayhoff database (version 35.45 

f„§, SwissProt35). Accordingly, itispresently believed that PRO 1244 disclosed in the present apphcation is a newly 

'■u identified member of the in^lantation-associated protein family and may possess attachment activity typical of 

L =^ that protein family. 

mo 

r? 38. PR01246 

i2 Using the WU^LAST2 sequence alignment con^juter program, it has been found that a full-length 

native sequence PRO 1246 (shown in Figure 76 and SEQ ID NO: 132) has certain amino acid sequence identity 
with the murine bone-related sulphatase-likeprecursorprotem(P_R51355). Accordingly, it is presently believed 
25 that PRO 1246 disclosed in the present q>plication is a newly identified bone-related sulphatase homolog and may 
possess activity typical of bone-related sulfatase. 



39. PR01356 

Using the WU-BLAST2 sequence alignment computer program, it has been found that a full-length 
30 native sequence PR01356 (shown in Figure 78 and SEQ ID NO: 134) has certain amino acid sequence identity 
with the CPE-receptor protein of mus musculus (AB000713_1). Accordingly, it is presently believed that 
PR01356 disclosed in the present application is a newly identified member of the CPE receptor family and may 
possess activity typical of that family. 

35 40. PR01275 

As far as is known, flie DNA64888-1542 sequence encodes a novel factor designated herein as 
PR01275. Using WU-BLAST2 sequence ahgnment coapvter programs, some sequence identities to known 
proteins were revealed. 
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41. PR01274 

As far as is known, the DNA64889-1541 sequence encodes a novel factor designated herein as 
PR01274. Using WU-BLAST2 sequence alignment computer programs, some sequence identities to known 
proteins were revealed. 

5 42. PR01412 

The DNA64897-1628 clone is believed to be a secreted factor. As far as is known, the DNA64897- 
1628 sequence encodes a novel factor designated herein as PR01412; using WU-BLAST2 sequence alignment 
computer programs, sequence identities to known proteins were revealed but determined not to be significant. 

10 43. PR01557 

Using WU-BLAST2 sequence alignment computer progran[is, it has been found tiiat a full-length native 
sequence PR01557 (shown in Figure 86; SEQ ID NO: 142) has certain amino acid sequence identity chordin 

pA protein designated AF034606_1 in the Dayhoff database. Accordingly, it is presently believed that PR01557 
disclosed in the present application is a newly identified member of the chordin family and may possess activity 

j !.il5 typical of the chordin family. 

Ill 44. PR01286 

' 0 The DNA64903- 1 553 clone identified using techniques which selects for nucleotide sequences encoding 

i secreted proteins . As far as is known, the DNA64903 sequence encodes a novel secreted factor designated herein 

|1|20 asPR01286. Using WU^LAST2 sequence alignment computer programs, some sequence identities to known 

rl proteins were revealed; however, it was determined that they were not significant. 

45. PR01294 

Using the WU-BLAST2 sequence alignment computer program, it has been found that a fiill-length 
25 native sequence PR01294 (shown in Figure 90 and SEQ ID NO: 146) has certain amino acid sequence identity 
with the neuronal olfactomedin-related ER localized protein of the rat (173636). Accordingly, it is presently 
believed diat PR01294 disclosed in the present {^plication is a newly identified olfactomedin homolog and may 
possess activity typical of that protein. 

30 46. PR01347 

Using WU-BLAST2 sequence alignment computer programs, it has been found that a full-length native 
sequence PR01347 (shown in Figure 92 and SEQ ID NO: 148) has certain amino acid sequence identity with 
butyrophilin. Moreover, there is a transmembrane domain approximately in the middle of the sequence as is 
typical of butyrophilhas. Accordingly, it is presently believed that PR01347 disclosed in tiie present plication 
35 is a newly identified member of the butyrophilm family and may play a role in the budding and release of milk- 
fat glubules during lactation. 

47. PRO1305 

The DNA64952-1568 clone was isolated from a himian fetal kidney library using a trapping technique 
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which selects for nucleotide sequences encoding secreted proteins. Thus, the DNA64952-1568 clone does 
encode a secreted factor. As far as is known, the DNA64952-1568 sequence encodes a novel factor designated 
herein as PRO1305; using the WU-BLAST2 sequence alignment computer program, no sequence identities to 
any known proteins were revealed. 

48. PR01273 

Using WU-BLAST2 sequence alignment conqjuter programs, it has been foimd that a fiilt-length native 
sequence PRO 1273 (shown m Figure 96 and SEQ ID NO: 158) has certain amino acid sequence identity with a 
lipocalin precursor. Moreover, Figure 96 shows that PR01273 has a motif conserved in lipocalins. 
Accordingly, it is presently believed that PRO 1273 disclosed in the present application is a newly identified 
member of the lipocalin family and shares at least one mechanism with lipocalins. 

49. PRO1302 

Using WU-BLAST2 sequence alignment computer programs, it has been found that a fiill-length native 
sequence PRO1302 (shown in Figure 98 and SEQ ID NO: 160) has certain amino acid sequence identity with 
CD33L1 and CD33L2. Accordingly, it is presently believed fliat PRO1302 disclosed in the present application 
is a newly identified member of the sialoadhesin family and possesses characteristics typical of this family. 
Specifically, PR01302 may be involved in cancer, inflammation, hemopoisis, neuronal development and/or 
immunity. 

50. PR01283 

Using the WU-BLAST2 sequence aUgimient computer program, it has been found that a fiill-length 
native sequence PR01283 (shown in Figure 100 and SEQ ID NO: 162) has certain amino acid sequence identity 
with the rat odorant binding protein homolog OBP-II precursor (A40464). Accordingly, it is presently believed 
that PR01283 disclosed in the present application is a newly odorant binding protein and may possess activity 
typical of the odorant binding proteins. 

51. PR01279 

Using the WU-BLAST2 sequence alignment computer program, it has been found that a fiill-length 
native sequence PR01279 (shown in Figure 102 and SEQ ID NO: 170) has certain amino acid sequence identity 
with the mouse neuropsin protein (156559). Accordingly, it is presently believed that PR01279 disclosed in the 
present application is a newly identified neuropsin homolog and may possess activity typical of the neuropsin 
protein. 

52. PRO1304 

Using the AVU-BLAST2 sequence alignment computer program, it has been found that a full-length 
native sequence PRO1304 (shown in Figure 104 and SEQ ID NO: 180) has certain amino acid sequence identity 
with the FK-506 bindmg protein of mus musculus (AF040252_1). Accordmgly, it is presently believed fliat 
PRO 1304 disclosed in the present application is a newly identified member of the FK506 bindiag proteia family 
and may possess activity typical of that family. 
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53. PR01317 

Using WU-BLAST2 sequence alignment computer programs, it has been foimd that a full-length native 
sequence PR01317 (shown in Figure 106 and SEQ ID NO:189) has certain amino acid sequence identity with 
htiman CD97 protein. Accordingly, it is presently believed that PR01317 disclosed in the present application 
is a leukocyte antigen that may be involved in leukocyte activation. 

5 

54. PRO1303 

Using WU-BLAST2 sequence alignment computer programs , it has been found that a full-length native 
sequence PRO1303 (shown in Figure 108 and SEQ ID NO: 194) has certain amino acid sequence identity with 
neuropsin. Accordingly, it is presently believed that PRO1303 disclosed in the present application is a newly 
10 identified member of &e serine protease family and may possess catabolic activity typical of this family. 

55. PRO1306 

I iii Using WU-BLAST2 sequence alignment computer programs, it has been found that a full-length native 

sequence PRO1306 (shown in Figure 110 and SEQ ID NO: 196) has certain amino acid sequence identity with 

jalS Dayhoff sequence no. ACFI HUMAN. Accordingly, it is presently believed that PRO1306 disclosed in the 
present application is a newly identified member of the AIFl/daintain family and may possess activity and 

ill 

llii properties typical of AIFl/daintain. 
!' 56. PR01336 

i 1.210 Using WU-BLAST2 sequence alignment computer programs , it has been found that a fiili-length native 

j";' sequence PR01336 (shown in Figure 1 12 and SEQ ID NO:198) has certain amino acid sequence identity with 
I slit. Accordingly, it is presently believed that PR01336 disclosed m flie present application is a newly identified 
! »=■ member of the EGF-repeat family and may possess protein interaction mediation activity. 

25 57. PR01278 

Using WU-BLAST2 sequence alignment computer programs, it has been found that a full-length native 
sequence PR01278 (shown in Figiire 114 and SEQ ID NO:203) has certain amino acid sequence identity 
lysozyme c -1 precursor designated "LYCI ANAPL" in the Dayhoff database. Accordingly, it is presently 
believed that PR01278 disclosed in the present application is a newly identified member of the lysozyme family 
30 and may possess hydrolytic and other activity typical of the lysozyme family. 

58. PR01298 

Using WU-BLAST2 sequence alignment computer programs, it has been found that a fijll-length native 
sequence PR01298 (shown in Figure 116 and SEQ ID NO:210) has certain amino acid sequence identity with 
35 glycosyltransferase alg2. Accordingly, it is presently believed that PRO 1298 disclosed in the present application 
is a newly identified member of the glycosyltransferase family and may share at least one mechanism with 
members of this family. 

59. PRO1301 
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Using WU-BLAST2 sequence alignment computer programs, it has been found that a fuU-lengfli native 
sequence PRO1301 (shown in Figure 118 and SEQ ID NO:212) has consistent amino acid sequence identity with 
cytochrome P450 proteins. Accordingly, it is presently believed that PRO1301 disclosed in the present 
application is a newly identified member of the cytochrome P450 family and may possess monooxygenase 
activity typical of the cytochrome P450 family. 

5 

60. PR01268 

As far as is known, the DNA66519-1535 sequence encodes a novel transmembrane polypeptide factor 
designated herein as PRO 1268. Using WU-BLAST2 sequence alignment computer programs, sequence identity 
to a known protein was revealed, but determined to not be significant. 

10 

61. PR01269 

Using WU-BLAST2 sequence alignment computer programs, it has been found that a fuU-lengfh native 
sii sequence PR01269 (shown in Figure 122 and SEQ ID NO:216) has certain amino acid sequence identity a 
g5 bovine granulocyte peptide A precursor, designated ''PJW23722'' on the Dayhoff database (version 35.45 
SwissProtSS). Accordingly, itispresently believed that PRO 1269 disclosed in the present application is a newly 
f J: identified member of the granulocyte A peptide family and may possess microbial activity typical of that family 
^sj of peptides. 

, 62. PR01327 

1^0 Using the WU-BLAST2 sequence alignment computer program, it has been found that a fiill-length 

'J' native sequence PR01327 (shown in Figure 124 and SEQ ID NO:218) has certain amino acid sequence identity 

with the ratiieurexophilin-1 protein (NPHIJRAT). Accordiiigly.tt 
' in the present application is a newly identified member of the neurexophilin protein family and may possess 

activity typical of that protein family. 

25 

63. PR01382 

Using WU-BLAST2 sequence alignment computer programs, it has been fovind that a full-length native 
sequence PR01382 (shown in Figure 126 and SEQ ID NO:220) has certain amino acid sequence identity with 
the amino acid sequence of a known cerebellin-like glycoprotein designated "CERL_RAT'' in the Dayhoff 
30 database. Accordingly, it is presently believed that PR01382 disclosed in the present application is a newly 
identified member of the cerebellin family of neuropeptides and may possess activity and properties typical of 
cerebellin. 

64. PR01328 

35 The DNA66658-1584 clone was isolated from a human diseased prostate tissue library using a trapping 

technique which selects for nucleotide sequences encoding proteins. As far as is known, the DNA66658-1584 
sequence encodes a novel factor designated herein as PR01328; using the WU-BLAST2 sequence alignment 
computer program, no significant sequence identities to any known proteins were revealed. 
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65. PR01325 

The DNA66659-1593 clone was isolated from a human thymus tissue library using a trapping technique 
which selects for nucleotide sequences encoding proteins. As far as is known, the DNA66659-1593 sequence 
encodes a novel factor designated herein as PR01325; using the WU-BLAST2 sequence alignment computer 
program, no sequence identities to any known proteins were revealed. 

5 

66. PRO1340 

Using WU-BLAST2 sequence alignment computer programs, it has been found that a full-length native 
sequence PRO1340 (shown in Figure 132 and SEQ ID NO:229) has certain amino acid sequence identity with 
Dayhoff sequence no. 146536. Accordingly, it is presently believed that PRO 1340 disclosed in the present 
10 application is a newly identified member of the cadherin family and may possess activity and properties typical 
of the cadherin family. 

«ir 67, PR01339 

|2! Using WU-BLAST2 sequence alignment computer programs, it has been found that a full-length native 

■'|15 sequence PR01339 (shown in Figure 134 and SEQ ID NO:234) has certain amino acid sequence identity with 

f ? human pancreatic carboxypeptidase and carboxypeptidase al. Accordingly, it is presently believed that 

l^, PR01339 disclosed in the present application is a newly identified member of the carboxypeptidase family and 

lii'f possesses cdjoxypeptidase activity. 

i;20 68. PR01337 

Using WU-BLAST2 sequence alignment computer programs, it has been found that a fiill-length native 
^ sequence PR01337 (shown in Figure 136 and SEQ ID NO:236) has certain amino acid sequence identity with 
a human TBG identified as *'THBG_HUMAN'' in the Dayhoff database. Accordingly, it is presently believed 
that PRO 1337 disclosed in the present application is a newly identified member of the TBG family and may 
25 possess thyroid hormone transport capability and have other 

69. PR01342 

The DNA66674-1599 clone was isolated from human esophageal tissue. As described in further detail 
below, using WU-BLAST2 sequence alignment computer programs, some sequence identities to known proteins 
30 were revealed. The DNA66674-1599 clone appears to encode for a novel transmembrane polypeptide. 

70. PR01343 

The DNA66675-1587 clone was isolated from a human smoodi muscle cell tissue library using a 
trapping technique which selects for nucleotide sequences encoding secreted proteins. Thus, the DNA66675- 
35 1587 clone does encode a secreted factor. As far as is known, the DNA66675-1587 sequence encodes a novel 
factor designated herein as PR01343; using the WU-BLAST2 sequence alignment computer program, no 
significant sequence identities to any known proteins were revealed. 

71. PRO1480 
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Using WU-BLAST2 seqiience alignment computer programs, it has been found that a Ml-length native 
sequence PRO1480 (shown in Figure 142 and SEQ ID NO:253) has certain amino acid sequence identity with 
Dayhoff sequence no. 148746. Accordingly, it is presently believed that PRO1480 disclosed in the present 
application is a newly identified member of the Semaphorin C family 

5 72. PR01487 

Using WU-BLAST2 sequence alignment computer programs, it has been found that a full-length native 
sequence PR01487 (Figure 144; SEQ ID NO:260) has certain amino acid sequence identity with a radical fringe 
protein designated GGU82088_1 on the Dayhoff database. Accordingly, it is presenfly believed that PR01487 
disclosed in the present application is a newly identified member of the fringe family and may possess activity 
10 typical of the fringe family, 

73. PR01418 

As far as is known, the DNA68864-1629 sequence encodes a novel factor designated herein as 
% PROI418. Using WU-BIAST2 sequence alignment conipiter programs, sequence identities to kiiow^ 
Ijl5 were minimal. 



74. PR01472 

y Using WU-BLAST2 sequence alignment computer programs, it has been found that a full-length native 

sequence PR01472 (shown in Figure 148 and SEQ ID NO:267) has certain amino acid sequence identity with 

1^0 butyrophilin. Accordingly, it is presendy believed diat PRO 1472 disclosed in the present application is a newly 
identified member of the butyrophilin family and may possess involvement in lactation. 

75. PR01461 

25 Using WU-BLAST2 sequence alignment counter programs , it has been found that a full-length native 

sequence PR01461 (shown in Figure 150 and SEQ ID NO:269) has certain amino acid sequence identity the 
trypsin-like enzyme identified as ''P_R89435'' on the Dayhoff database. Accordingly, it is presently believed 
that PRO 1461 disclosed in the present application is a newly identified member of the serine protease family and 
may possess serine protease activity, and more particularly, may possess enzymatic activity typical of oflier 

30 trypsin-like enzymes. Homology was also found to exist between the PR01461 amino acid sequence and other 
trypsin-like enzymes and serine proteases in the Dayhoff database. 

76. PRO1410 

The DNA68874-1622 clone was isolated fix)m a human brain meningioma tissue library using a trapping 
35 technique which selects for nucleotide sequences encoding protems. As far as is known, the DNA68874-1622 
sequence encodes a novel factor designated herem as PRO14I0; using the WU-BLAST2 sequence alignment 
computer program, no sequence identities to any known proteins were revealed. 

77. PR01568 



346 



Using WU-BLAST2 sequence alignment computer programs, it has been found that a full-length native 
sequence PR01568 (shown in Figure 154 and SEQ ID NO:273) has certain amino acid sequence identity to 
tetraspan 5 and tetraspan 4. Accordingly, it is presently believed that PR01568 disclosed in the present 
application is a newly identified member of the tetraspanin family and may possess molecular facilitator activity 
typical of this family. 

5 

78. PRO1570 

Using WU-BLAST2 sequence alignment computer programs, it has been found that a full-length native 
sequence PRO1570 (shown in Figure 156 and SEQ ID NO:275) has certain amino acid sequence identity with 
SP60; however, for the first time, the first 199 ammo acids (or amino terminal end) of that protein are identified 
10 and presented herein. Accordingly, it is presently believed that PRO1570 disclosed in the present application 
is a newly identified member of the serine protease family and is involved in carcinoma. 

i=>s: 79. PR01317 

Using WU-BLAST2 sequence alignment computer programs, it has been found that a full-length native 
Iisl5 sequence PR01317 (shown in Figure 158 and SEQ ID NO:277) has certain amino acid sequence identity with 
j^J a known semaphorin B protein, designated "148745" on the Dayhoff database. Accordingly, it is presently 
j .3' believed that PR01317 disclosed in the present application is a newly identified member of the semaphorin 
^13 glycoprotein family and may possess activity or properties typical of semaphorins. 

illO 80. PRQ1780 

5 Using WU-BLAST2 sequence alignment conqniter programs, it has been found that a full-length native 

Pji sequence PRO1780 (shown in Figure 160 and SEQ ID NO:282) has certain amino acid sequence identity with 
a known glucuronosyltransferase designated "UDAI RABIT* in the Dayhoff database. Accordingly, it is 
presently believed that PRO1780 disclosed in the present application is a newly identified member of the 
25 glucuronosyltransferase family and may possess enzjrmatic activity and other properties typical of the 
glucuronosyltransferase family. 

81. PRQ1486 

Using WU-BLAST2 sequence alignment computer programs, it has been foimd that a full-length native 
30 sequence PR01486 (shown in Figure 162 and SEQ ID NO:287) has certain amino acid sequence identity with 
cerebellin 1 precursor. Accordingly, it is presently believed that PR01486 disclosed in the present application 
is a newly identified member of the cerebellin family and shares at least one mechanism with cerebellin. 

82. PR01433 

35 TTie DNA71 184-1634 clone was isolated from a bmnan adrenal glatKl tissue library using a trapping 

technique which selects for nucleotide sequences encoding protems. As far as is known, flie DNA71 184-1634 
sequence encodes a novel factor designated herein as PR01433; using the WU-BLAST2 sequence alignment 
conqniter program, no sequence identities to any known proteins were revealed. 
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83. PRO1490 

Using the WU-BLAST2 sequence alignment computer program, it has been found that a portion of the 
fuU-length native sequence PRO1490 (shown in Figure 166 and SEQ ID NO:297) has certain amino acid 
sequence identity with a portion of the l-acyl-sn-glycerol-3-phosphate acyltransferase protein (S60478). 
Accordingly, it is presenfly believed tiiat PRO1490 disclosed in the present application is a newly identified 
5 member of the acyltransferase protein family and may possess activity typical of l-acyl-sn-glycerol-3-phosphate 
acyltransferase proteins. 



84. PR01482 

TheDNA71234-1651 clone was isolated from a human adrenal gland library using a trapping technique 
10 which selects for nucleotide sequences encoding secreted proteins. Thus, the DNA7 1234-1651 clone does 
encode a secreted factor. As far as is known, the DNA71234-1651 sequence encodes a novel factor designated 
herein as PRO 1482; using the WU-BLAST2 sequence alignment computer program, no sequence identities to 
=^i, any known proteins were revealed. 

;j;l5 85. PR01446 

UT As ftir as is known, the DNA71277-1636 sequence encodes a novel factor designated herein as 

i Is! PR01446. Using WU-BLAST2 sequence alignment computer programs, minimal sequence identities to known 

iQ proteins were revealed. 

lijo 86. PR01558 

J"" Using the WU-BLAST2 sequence alignment computer program, it has been found that a fiill-length 

j ib/ native sequence PR01558 (shown in Figure 172 and SEQ ID NO:306) has significant amino acid sequence 
I idaitity with a nKthyltransferase protein (CAMT_EUCGU). Accordingly, it is presently believed that PR01558 

disclosed in the present application is a newly identified member of the methyltransferase protein family and may 
25 possess activity typicsi of that protein family. 

87. PRO1604 

Using WU-BLAST2 sequence alignment computer programs, it has been foimd that a fiill-length native 
sequence PRO1604 (shown in Figure 174 and SEQ ID NO:308) has certain amino acid sequence identity with 
30 the mouse liver cancer-originated cell growth factor designated P_W37483 on the Dayhoff database. 
Accordingly, it is presently believed that PRO1604 disclosed in the present application is a newly identified 
member of the HDGF family and may possess growth factor activity typical of other HDGFs. 



88. PR01491 

35 Using the WU-BLAST2 sequence alignment computer program, it has been found that a portion of the 

full-lenglh native sequence PR01491 (shown in Figure 176 and SEQ ID NO:310) has certain amino acid 
sequence identity with a portion of the collapsin-2 protein of Gallus gallus (GGU28240_1). Accordingly, it is 
presentiy believed that PR01491 disclosed in the present application is a newly identified member of flie 
coUapsin protem family and may possess activity typical of that protein family. 
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89. PR01431 

It has been found that the full-length native sequence PROMS 1 [shown in Figure 178 (SEQ ED NO: 3 15) 
has significant sequence identity with the SH3 domain containing proteui SH17_HUMAN. Accordingly, it is 
presently believed that PROMS 1 disclosed in the present application is a newly identified member of proteins 
having an SH3 domains and may possess signal transduction properties. 

5 

90. PR01563 

Using the WU-BLAST2 sequence alignment conqjuter program, it has been found that a portion of a 
fijll-length native sequence PR01563 (shown in Figure 180 and SEQ ED NO:317) has certain amino acid 
sequence identity with a portion of the mouse ADAMTS-1 protein (AB001735_1). Accordingly, it is presently 
10 believed that PR01563 disclosed in the present application is a newly identified member of the ADAM protem 
family and may possess activity typical of that protein family. 

91. PR01565 

Using the WU-BLAST2 sequence alignment computer program, it has been found that a portion of the 
!;;|5 fuU-length native sequence PR01565 (shown in Figure 182 and SEQ ID NO:322) has certain amino acid 
n sequence identity with a portion of the chondromodulin-I protein of rattus norvegicus (AF051425_1). 

IP J. 

Accordingly, it is presently believed that PR01565 disclosed in the present application is a newly identified 
p member of the chondromodulin protein family and may possess activity typical of that protein famity. 

§0 92. PR01571 

Using the WU-BLAST2 sequence alignment computer program, it has been foimd that a portion of the 
==l full-length native sequence PR01571 (shown in Figure 184 and SEQ ID NO:324) has certain amino acid 
sequence identity wifli a portion of the human Clostridium perfringens enterotoxin receptor protein 
(AB000712_1). Accordingly, it is presently believed fliat PR01571 disclosed in the present application is a 
25 newly identified CPE-R homolog and may possess activity typical of the CPE-R protem. 

93. PR01572 

Using WU-BLAST2 sequence alignment computer programs, it has been found that a full-length native 
sequence PRO 1572 (shown in Figure 186 and SEQ ID NO:S26) has certain amino acid sequence identity with 
30 CPE-R. Accordingly, it is presently believed that PR01572 disclosed in the present application is related to 
CPE-R and may possess at least one shared mechanism. 

94. PR01573 

Using WU-BLAST2 sequence alignment computer programs, it has been found that a full-length native 
35 sequence PR01573 (shown in Figure 188 and SEQ ID NO:328) has certain amino acid sequence identity with 
CPE-R. Accordingly, it is presently believed that PRO 1573 disclosed in the present plication is related to 
CPE-R and may possesses at least one shared mechanism. 

95. PR01488 
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Using WU-BLAST2 sequence alignment computer programs, it has been foimd that a full-length native 
sequence PRO 1488 (Figure 190; SEQ ID NO:330) has certain amino acid sequence identity with a known CPE-R 
designated "AB000712_1" on the Dayhoff database. Accordingly, it is presently believed that PR01488 
disclosed in the present application is a newly identified member of the CPE-R family and may possess binding 
activity typical of the CPE-R family. 

96. PR01489 

Using the WU-BLAST2 sequence alignment computer program, it has been foxmd that a portion of the 
full-length native sequence PR01489 (shown in Figure 192 and SEQ ID NO:332) has certain amino acid 
sequence identity with the Clostridium perfiringens enterotoxin receptor of Cercopifhecus aethiops (D88492_l). 
Accordingly, it is presently believed fliat PR01489 disclosed in the present application is a newly identified 
Clostridium perfringens enterotoxin receptor homolog and may possess activity typical of the Clostridium 
perfiringens enterotoxin receptor protein. 

97. PR01474 

Using WU-BLAST2 sequence alignment computer programs, it has been found that a full-length native 
sequence PR01474 (shown in Figure 194 and SEQ ID NO:334) has certain amino acid sequence identity with 
ovomucoid. Accordingly, it is presently believed that PR01474 disclosed m the present application is a newly 
identified member of the kazal serine protease inhibitor family and may possess serine protease inhibitory activity 
typical of this family. 

98. PRO1508 

The DNA73742-1508 clone was isolated from a human diseased cartilage tissue library. As far as is 
known, the DNA73742-1508 sequence encodes a novel factor designated herein as PRO 1508; although, using 
WU-BLAST2 sequence alignment conqmter programs, some sequence identities to known proteins were 
revealed. 

99. PR01555 

The DNA73744-1665 clone was isolated from a human tissue library. As far as is known, the 
DNA73744 sequence encodes a novel transmembrane protein designated herein as PRO 1555. Using WU- 
BLAST2 sequence alignment computer programs, some sequence identities to known proteins were revealed. 

100. PR01485 

Usmg WU-BLAST2 sequence alignment computer programs, it has been found that a full-length native 
sequence PR01485 (shown in Figure 2(X) and SEQ ID NO:340) has certain amino acid sequence identity with 
lysozyme C precursor peptide. Accordingly, it is presently believed that PR01485 disclosed in the present 
plication is a newly identified member of the lysozyme family and shares at least one like mechanism. 

101. PR01S64 

Usmg the WU-BLAST2 sequence alignment computer program, it has been found that a portion of a 
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fbll-length native sequence PRO 1564 (shown in Figure 202 and SEQ ID NO:347) has certain amino acid 
sequence identity with a portion of a mouse polypeptide GalNAc transferase T4 protein {MMU73819_1). 
Accordingly, it is presently believed that PR01564 disclosed in the present application is a newly identified 
member of the N-acetylgalactosaminyltransferase protein family and may possess activity typical of that protein 
family. 

102. PR01755 

As far as is known, the DNA76396-1698 sequence encodes a novel transmembrane protein designated 
herein as PR01755. Although, some sequence identities to known proteins was revealed using WU-BLAST2 
sequence alignment computer programs. 

103. PR01757 

Hie DNA76398-1699 clone was isolated from a hiraian testicular tissue library using a trying 
technique which selects for nucleotide sequences encoding proteins. As far as is known, the DNA76398-1699 
sequence encodes a novel factor designated herein as PR01757; using the WU-BLAST2 sequence alignment 
computer program, no significant sequence identities to any known proteins were revealed. 

104. PR01758 

The DNA76399-1700 clone was isolated from a library derived from human thymus tissue obtained 
from a fetus (hat died at 17 weeks' gestation from anencephalus. It is believed that Ihe DNA76399-1700 clone 
encodes a novel secreted factor, designated herein as PRO 1758. Using WU-BLAST2 sequence alignment 
coniputer programs, significant sequence identity was revealed between the amino acid sequences of PR01758 
and Dayhoff sequence No. AC005328_2. 

105. PR01575 

Using WU-BLAST2 sequence alignment con:q>uter programs, it has been found that a fiill-length native 
sequence PR01575 (shown in Figure 210 and SEQ ID NO:358) has certain amino acid sequence identity with 
Dayhoff sequence no. A12005_l . Accordingly, it is presently believed that PR01575 disclosed in the present 
application is a newly identified member of the protein disulfide isomerase family and may possess activity and 
properties typical of the disulfide isomerase family. 

106. PR01787 

Using WU-BLAST2 sequence alignment computer programs, it has been found that a fiill-length native 
sequence PR01787 (shown in Figure 212 and SEQ ID NO:364) has certain amino acid sequence identity with 
various species of myelin pO. Accordingly, it is presenfly believed fliat PR01787 disclosed in the present 
application is a newly identified member of the myelin pO protein family and may share at least one sunilar 
mechanism. It is believed that modulators of PR01787 may be used to treatmyelinpO associated disorders, such 
as neuropathy, hereditary tooth disease, etc. 
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107. PR01781 

Using WU-BLAST2 sequence alignment computer programs, some sequence identities were found 
between the PR01781 amino acid sequence (SEQ ID NO:366) and the amino acid sequences of known protems, 
but were not found to be significant. Accordingly, as far as is known, the DNA76522-2500 sequence encodes 
a novel protein. 

5 

108. PR01556 

Hie DNA76529-1666 clone was isolated firom a human breast tumor tissue library. As far as is known, 
the DNA76529-1666 sequence encodes a novel transmembrane protein designated herein as PR01556. Using 
WU-BLAST2 sequence aligranent computer programs, some sequence identities to known proteins were 
10 revealed. 

109. PR01759 

|il As far as is known, the DNA7653 1-1701 sequence encodes a novel factor designated herein as 

=jj PRO 1759; using WU-BLAST2 sequence alignment computer programs, limited sequence identities to known 
i^'jlS proteins were revealed. 

;2 110. PRO1760 

m -A.S far as is known, the DNA76532-1702 sequence encodes a novel factor designated herein as 

PRO1760; using WU-BLAST2 sequence alignment computer programs, limited sequence identities to known 
=1^0 proteins were revealed. 

111. PR01561 

I * Using the WU-BLAST2 sequence aligimient computer program, it has been found that a portion of a 

full-length native sequence PR01561 (shown in Figure 222 and SEQ ID NO:378) has certain amino acid 
25 sequence identity with a portion of the human phospholipase A2 protein (P_R63053). Accordingly, it is 
presently believed that PR01561 disclosed in the present application is a newly identified member of the 
phospholipase A2 protein family and may possess activity typical of that protein family. 

112. PR01567 

30 Using WU-BLAST2 sequence alignment computer programs , it has been foimd that a fiill-length native 

sequence PR01567 (Figure 224; SEQ ID NO:383) has certain amino acid sequence identity with human colon 
specific gene CSG6 polypeptide, identified as P_W06549 on the Dayhoff database. Accordingly, it is presently 
believed that PR01567 disclosed in the present application is a newly identified CSG e:q>ression product, and 
may possess properties typical of such proteins. 

35 

113. PR01693 

Using the WU-BLAST2 sequence alignment conq}iiler program, it has been found that a portion of the 
fiill-length native sequence PR01693 (shown in Figure 226 and SEQ ID NO:385) has certain amino acid 
sequence identity with a portion of a mouse insulin-like growth factor bindmg protein (ALS MOUSE). 
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Accordingly, it is presently believed that PR01693 disclosed in the present application is a newly identified 
member of the insulin-like growth factor binding protein family and may possess activity typical of that protein 
family. 

114. PR01784 

5 As far as is known, the DNA77303-2502 sequence encodes a novel factor designated herein as 

PR01784; using WU-BLAST2 sequence alignment computer programs, some sequence identities to known 
proteins were revealed. 

115. PRO1605 

10 Using the WU-BLAST2 sequence aligoment computer program, it has been found lhat a portion of the 

full-length native sequence PRO1605 (shown in Figure 230 and SEQ ID NO:395) has certain amino acid 
sequence identity with a portion of the human alpha-l,3-inannosylglycoprotein beta-1^6-n-acetyltransferase 
iii protein (GNT5_HUMAN). Accordingly, it is presently believed that PRO1605 disclosed in the present 
M;f application is a newly identified member of the glycosyltransferase protein family and may possess activity 
1 5 typical of that protein family. 

=:■; 116. PR01788 

=11 Using WU-BLAST2 sequence alignment computer programs , it has been found that a full-length native 

° ^ sequence PR01788 (shown in Figure 232 and SEQ ID NO:397) has certain amino acid sequence identity with 

liy20 Dayhoff sequerice "GARPJBPUMAN', a leucine-rich repeals 

i"'' the llql4 chromosomal region. Accordingly, it is presently believed that PR01788 disclosed in the present 

a — 

application is a newly identified member of the leucine-rich repeat-containing family and may possess activity 
I* or properties typical of flie leucine-rich repeat-containing family. 



25 117. PRO1801 

Using the WU-BLAST2 sequence alignment computer program, it has been found that a portion of the 
full-length native sequence PRO1801 (shown in Figure 234 and SEQ ID NO:402) has certain amino acid 
sequence identity with a portion of the IL-19 protein (P_W37935). Accordingly, it is presently believed that 
PRO1801 disclosed in the present application is a newly identified member of the IL-lO-related cytokine family 
30 and may possess activity typical of that cytokine family. 

118. UCP4 

Using the Megalign DNASTAR coirputer program (and algorithms and parameters in this software set 
by the manufacturer) (Oxford Molecular Group, Inc.), it has been found that a fiill-length native sequence UCP4 
35 (shown in Figure 236 and SEQ ID NO:406) has certain ammo acid sequence identity with UCP3, UCP2 and 
UCPl . Accordingly, it is presentiy believed that UCP4 disclosed in the present application is a newly identified 
member of the human uncoupling protein family and may possess activity(s) and/or property(s) typical of that 
protein family, such as the ability to enhance or supress metabolic rate by affecting mitochondrial membrane 
potential. 
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119. PR0193 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0193. In particular. Applicants have identified and isolated cDNA 
encoding a PR0193 polypeptide, as disclosed in further detail in the Examples below. The PR0193-encoding 
clone was isolated from a human retina library. 

120. PRQI130 

Using the WU-BLAST2 sequence alignment computer program, it has been found that a fidl-length 
native sequence PROl 130 (shown m Figure 240 and SEQ ID NO:415) has amino acid sequence identity with 
fbe human 2-19 protem. Accordmgly, it is presently believed that PROl 130 disclosed m the present application 
is a newly identified 2-19 protein homolog. 

121. PR01335 

Using the WU-BLAST2 sequence alignment con:q>uter program, it has been found that a full-length 
native sequence PR01335 (shown m Figure 242 and SEQ ID NO:423) has certain amino acid sequence identity 
with the human carbonic anhydrase precm-sor protein (AF037335_1). Accordingly, it is presently believed that 
PRO 1335 disclosed in the present application is a newly identified member of the carbonic anhydrase protein 
family and may possess activity typical of that family. 

122. PR01329 

The DNA66660-1585 clone is believed to encode a secreted factor. As far as is known, the DNA66660- 
1585 sequence encodes a novel fector designated herem as PR01329; using WU-BLAST2 sequence alignment 
conqniter programs, sequence identities to known proteins were revealed but determined not to be significant. 

123. PRO1550 

The DNA76393-1664 clone was isolated fix)m a subtracted human breast tumor tissue library. As far 
as is known, the DNA76393-1664 sequence encodes a novel factor designated herein as PRO1550; using WU- 
BLAST2 sequence alignment computer programs, sequence identities to known proteins were revealed but 
determined not to be significant. 

B- PRO Variants 

In addition to the full-length native sequence PRO polypeptides described herein, it is contemplated that 
PRO variants can be prepared. PRO variants can be prepared by introducing appropriate nucleotide changes into 
the PRO DNA, and/or by synthesis of the desired PRO polypeptide. Those skilled in the art will appreciate that 
amino acid changes may alter post-translational processes of the PRO, such as changing the number or position 
of glycosylation sites or altering the membrane anchoring characteristics. 

Variations in the native fuU-length sequence PRO or in various domains of the PRO described herein, 
can be made, for exanq)le, using any of the techniques and guidelines for conservative and non-conservative 
mutations set forth, for instance, in U.S. Patent No. 5,364,934. Variations may be a substitution, deletion or 
insertion of one or more codons encoding the PRO that results in a change in the amino acid sequence of the 
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PRO as compared with the native sequence PRO. Optionally the variation is by substitution of at least one amino 
acid with any other amino acid in one or more of the domains of the PRO. Guidance in determining which 
amino acid residue may be inserted, substituted or deleted without adversely affecting the desired activity may 
be foimd by comparing the sequence of the PRO with that of homologous known protein molecules and 
minimizmg the number of amino acid sequence changes made in regions of high homology. Amino acid 
5 substitutions can be the result of replacing one amino acid with another amino acid having similar structural 
and/or chemical properties, such as the replacement of a leucine with a serine, i.e., conservative amino acid 
replacements. Insertions or deletions may optionally be in the range of about 1 to 5 amino acids. The variation 
allowed may be determined by systematically making insertions, deletions or substitutions of amino acids in the 
sequence and testing the resulting variants for activity exhibited by the full-length or mature native sequence. 
10 PRO polypeptide fragments are provided herein. Such fragments may be truncated at the N-terminus 

or C-terminus, or may lack internal residues, for exan^jle, when coniqpared with a full length native protein. 
Certain fragments lack amino acid residues that are not essential for a desired biological activity of the PRO 
IAS: polypqjtide. 

ij:? PRO fragments may be prepared by any of a number of conventional techniques. . Desired peptide 

i,:il5 fragments may be chemically synthesized. An alternative approach involves generating PRO fragments by 
1^1 en2ymatic digestion, e.g. , by treating the protein with an enzyme known to cleave proteins at sites defined by 
j particular amino acid residues, or by digesting the DNA with suitable restriction enzymes and isolating the 

=11 desired fragment. Yet another suitable technique involves isolating and amplifying a DNA fragment encoding 
^ _ . a desired polypq)tide fragment, by polymerase chain reaction (PCR). Oligonucleotides that define the desired 

termini of the DNA fragment are enqjioyed at the 5' and 3' prmiers in the PCR. Preferably, PRO polypeptide 
= ' ' fragments share at least one biological and/or immunological activity with the native PRO polypeptide disclosed 

herein. 

^ In particular embodiments, conservative substitutions of interest are shown in Table 6 under the heading 

of preferred substitutions. If such substitutions result in a change in biological activity, then more substantial 
25 changes, denominated exen:g>lary substitutions in Table 6, or as further described below in reference to amino 
acid classes, are introduced and the products screened. 
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Substantial modifications in function or immunological identity of the PRO polypeptide are acconq)lished 
by selecting substitutions that differ significantly in their effect on maintaining (a) the structure of the polypeptide 
backbone in the area of the substitution, for example, as a sheet or helical conformation, (b) the charge or 
hydrophobicity of the molecule at the target site, or (c) the bulk of the side chain. Naturally occurring residues 
are divided into groups based on common side-chain properties: 

(1) hydrophobic: norleucine, met, ala, val, leu, ile; 

(2) neutral hydrophilic: cys, ser, thr; 

(3) acidic: asp, glu; 

(4) basic: asn, gin, his, lys, arg; 

(5) residues that influence chain orientation: gly, pro; and 

(6) aromatic: trp, tyr, phe. 

Non-conservative substitutions will entail exchangmg a member of one of these classes for another class. 
Such substituted residues also may be introduced into the conservative substitution sites or, more preferably, into 
the remaining (non-conserved) sites. 

The variations can be made using methods known in the art such as oligonucleotide-mediated (site- 
directed) mutagenesis, alanine scanning, and PGR mutagenesis. Site-directed mutagenesis [Carter et al. , Nucl. 
Acids Res., 13:4331 (1986); ZoUer et al., Nucl. Acids Res. . 10:6487 (1987)], cassette mutagenesis [Wells et 
al.. Gene, 34:315 (1985)], restriction selection mutagenesis [Wells et al., Philos. Trans. R. Sec. London SerA . 
317:415 (1986)] or other known techniques can be performed on the cloned DNA to produce the PRO variant 
DNA. 
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Scanning amino acid analysis can also be employed to identify one or more amino acids along a 
contiguous sequence. Among the preferred scanning amino acids are relatively small, neutral amino acids. Such 
amino acids include alanine, glycine, serine, and cysteine. Alanine is typically a preferred scanning amino acid 
among this group because it eliminates the side-chain beyond the beta-carbon and is less likely to alter the main- 
cham conformation of the variant [Cunningham and Wells, Science . 244 : 1081-1085 (1989)]. Alanine is also 
typically preferred because it is the most common amino acid. Further, it is frequently found in both buried and 
exposed positions [Creighton, The Proteins . (W.H. Freeman & Co., N.Y.); Chothia, J. Mol. Biol. . 150 :1 
(1976)] . If alanine substitution does not yield adequate amounts of variant, an isoteric amino acid can be used. 

C. Modifications of PRO 

Covalent modifications of PRO are included within the scope of this invention. One type of covalent 
modification includes reacting targeted amino acid residues of a PRO poljrpeptide with an organic derivatizing 
agent that is cj^jable of reacting with selected side chains or the N- or C- terminal residues of the PRO. 
Derivatization wifli bifiinctional agents is useftil, for instance, for crosslinldng PRO to a water-insoluble support 
matrix or surface for use in the method for purifying anti-PRO antibodies, and vice-versa. Commonly used 
crosslinking agents include, e.g., l,l-bis(diazoacetyi)-2-phenylethane, glutaraldehyde, N-hydroxysuccimmide 
esters, for example, esters with 4-azidosalicylic acid, homobifimctional imidoesters, including disuccinimidyl 
esters such as 3,3'-dithiobis(succinimidylpropionate), bifunctional maleimides such as bis-N-maleimido-1,8- 
octane and agents such as methyl-3-[(p-azidophenyl)dithio]propioimidate. 

Other modifications include deamidation of glutaminyl and asparaginyl residues to the corresponding 
glutamyl and aspartyl residues, respectively, hydroxylation of proline and lysine, phosphorylation of hydroxyl 
groiq>s of seiyl or threonyl residues, methylation of the a-amino groups of lysine, arginine, and liistidine side 
chains [T.E. Creighton, Protems: Structure and Molecular Properties. W.H. Freeman & Co., San Francisco, 
pp. 79-86 (1983)], acetylation of ttie N-terminal amine, and amidation of any C-terminal carboxyl group. 

Another type of covalent modification of the PRO polypeptide included within the scope of this 
invention comprises altering the native glycosylation pattern of the polypeptide. "Altering the native 
glycosylation pattern" is intended for purposes herein to mean deleting one or more carbohydrate moieties found 
in native sequence PRO (eiflier by removing the underlying glycosylation site or by deleting the glycosylation 
by chemical and/or enzjmiatic means), and/or adding one or more glycosylation sites that are not present in the 
native sequence PRO. In addition, the phrase includes qualitative changes in the glycosylation of the native 
proteins, involving a change in the nature and proportions of the various carbohydrate moieties present. 

Addition of glycosylation sites to the PRO polypeptide may be accomplished by altering the amino acid 
sequence. The alteration may be made, for exanple, by the addition of, or substitution by, one or more serine 
or threonine residues to the native sequence PRO (for 0-linked glycosylation sites). The PRO amino acid 
sequence may optionally be altered through changes at the DNA level, particularly by mutating the DNA 
encoding the PRO polypeptide at preselected bases such that codons are generated that will translate into the 
desired amino acids. 

Another means of increasmg the number of carbohydrate moieties on the PRO polypeptide is by 
chemical or enzymatic couplmg of glycosides to the polypeptide. Such methods are described in the art, e.g., 
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in WO 87/05330 published 11 September 1987, and in Aplin and Wriston, CRC Crit. Rev. Biochcm. . pp. 259- 
306 (1981). 

Removal of carbohydrate moieties present on the PRO polypeptide may be accomplished chemically 
or enz5Tnatically or by mutational substitution of codons encoding for amino acid residues that serve as targets 
for glycosylation. Chemical deglycosylation techniques are known in the art and described, for instance, by 
5 Haldmuddin, et al.. Arch. Biochem. Biophys. , 259:52 (1987) and by Edge et al.. Anal. Biochem. . 118:131 
(1981). Enzymatic cleavage of carbohydrate moieties on polypeptides can be achieved by the use of a variety 
of eado- and exo-glycosidases as described by Thotakura et al., Meth. Enzvmol. . 138:350 (1987). 

Anoflier type of covalent modification of PRO comprises linking the PRO polypeptide to one of a variety 
of noi5)roteinaceous polymers, e.g., polyethylene glycol (PEG), polypropylene glycol, or polyoxyalkylenes, in 
10 the mamier set forth in U.S. PatentNos. 4,640,835; 4,496,689; 4,301,144; 4,670,417; 4,791,192 or4, 179,337. 

The PRO of the present invention may also be modified in a way to form a chimeric molecule 
coiiq>rising PRO fused to another, heterologous polypeptide or amino acid sequence. 
|;,3: In one embodiment, such a chimeric molecule comprises a fusion of the PRO widi a tag polypeptide 

^ ■ I which provides an epitope to which an anti-tag antibody can selectively bind. The epitope tag is generally placed 
i;| -l5 at the amino- or carboxyl- terminus of the PRO. The presence of such epitope-tagged forms of the PRO can be 
lifl detected usiug an antibody against the tag polypeptide. Also, provision of the epitope tag enables the PRO to 

! pi ! 

; ' / be readily purified by affinity purification using an anti-tag antibody or another type of affinity matrix that binds 
;i| to the epitope tag. Various tag polypeptides and their respective antibodies are well known in the art. Examples 
' . include poly-histidine (poly-his) or poly-histidine-glycine (poly-his-gly) tags; the flu HA tag polypeptide and its 
i|20 antibody 12CA5 [Field et al., Mol. Cell. Biol. . 8:2159-2165 (1988)]; the c-myc tag and the 8F9, 3C7, 6E10, 
I G4, B7 and 9E10 antibodies thereto [Evan et al. , Molecular and Cellular Biology . 5 :3610-3616 (1985)] ; and the 
Herpes Simplex virus glycoprotein D (gD) tag and its antibody [Paborslqr et al.. Protein Engineering , 3(6):547- 
1 & 553 (1990)]. Odier tag polypeptides include the Hag-peptide [Hopp et al., BioTechnology . 6:1204-1210 
(1988)]; the KT3 epitope peptide [Martin et al.. Science , 255:192-194 (1992)]; an a-tubulin epitope peptide 
25 [Skinner et al., J. Biol. Chem.. 266:15163-15166 (1991)]; and the T7 gene 10 protein peptide tag [Lutz- 
Freyermuth et al., Proc. Natl. Acad. Sci. USA . 87:6393-6397 (1990)]. 

In an alternative embodiment, the chimeric molecule may comprise a fusion of the PRO with an 
immimoglobulin or a particular region of an inraiunoglobulin. For a bivalent form of the chimeric molecule (also 
referred to as an "immTmoadhesin"), such a fusion could be to the Fc region of an IgG molecule. The Ig fiisions 
30 preferably include the substitution of a soluble (transmembrane domain deleted or inactivated) form of a PRO 
polypeptide in place of at least one variable region within an Ig molecule. In a particularly preferred 
embodiment, the immunoglobulin fusion includes the hinge, CH2 and CHS , or the hinge, CHI , CH2 and CH3 
regions of an IgGl molecule. For the production of immimoglobulia fiisions see also US Patent No. 5,428, 130 
issued June 27, 1995. 

35 

D. Preparation of PRO 

The description below relates primarily to production of PRO by culturing cells transformed or 
transfected with a vector containing PRO nucleic acid. It is, of course, contemplated that alternative methods. 
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which are well known in the art, may be employed to prepare PRO. For instance, the PRO sequence, or 
portions thereof, may be produced by direct peptide synthesis using solid-phase techniques [see, e.g., Stewart 
etal., Solid-Phase Peptide Synthesis . W.H. Freeman Co., SanFrancisco, CA (1969); Merrifield, J. Am. Chem. 
Soc . 85:2149-2154 (1963)]. In vitro protein synthesis may be performed using manual techniques or by 
automation. Automated synthesis may be accomplished, for instance, using an Applied Biosystems Peptide 
5 Synthesizer (Foster City, CA) using manufacturer's instructions. Various portions of the PRO may be 
chemically synthesized separately and combined using chemical or enzjmiatic methods to prochice the full-length 
PRO. 

1. Isolation of DNA Encoding PRO 

10 DNA encoding PRO may be obtained from a cDNA library prepared from tissue believed to possess 

the PRO mRNA and to express it at a detectable level. Accordingly, himian PRO DNA can be conveniently 
obtained fixim a cDNA library prepared from human tissue, such as described in the Exanq)les. The PRO- 
encoding gene may also be obtained from a genomic library or by known synthetic procediures (e.g. , automated 
nucleic acid synthesis). 

I ^isiS Libraries can be screened with probes (such as antibodies to the PRO or oligonucleotides of at least 

^ i s about 20-80 bases) designed to identify the gene of interest or the protein encoded by it. Screening the cDNA 
ill" or genomic library with the selected probe may be conducted using standard procedures, such as described in 
i U Sambrook et al . , Molecidar Cloning: A Laboratory Manual (New York: Cold Spring Harbor Laboratory Press , 
5 . 1989). An alternative means to isolate the gene encoding PRO is to use PCR methodology [Sambrook et al., 
rjBO supra : Dieffenbach et al. , PCR Primer: A Laboratory Manual (Cold Spring Harbor Laboratory Press, 1995)]. 
! ^ The Examples below describe techniques for screening a cDNA library. The oligonucleotide sequences 

selected as probes should be of sufficient length and sufficiently unambiguous that false positives are minimized. 
I The oligonucleotide is preferably labeled such that it can be detected tq>on hybridization to DNA in the library 

being screened. Methods of labeling are well known in the art, and include the use of radiolabels like ^P-labeled 
25 ATP, biotinylation or enzyme labeling. Hybridization conditions, including moderate stringency and high 

stringency, are provided in Sambrook et al. , supra . 

Sequences identified in such library screening methods can be compared and aligned to other known 

sequences deposited and available in public databases such as GenBank or other private sequence databases. 

Sequence identity (at either the amino acid or nucleotide level) within defined regions of the molecule or across 
30 the full-length sequence can be determined using methods known in the art and as described herein. 

Nucleic acid having protein coding sequence may be obtained by screening selected cDNA or genomic 

libraries using the deduced amino acid sequence disclosed herein for the first time, and, if necessary, using 

conventional primer extension procedures as described in Sambrook et al., supra , to detect precursors and 

processing intermediates of mRNA that may not have been reverse-transcribed into cDNA. 

35 

2. Selection and Transformation of Host Cells 

Host cells are transfected or transformed with egression or cloning vectors described herein for PRO 
production and cultured in conventional nutrient media modified as appropriate for inducing promoters, selecting 
transformants, or amplifying the genes encoding the desired sequences. The culture conditions, such as media. 



temperature, pH and the like, can be selected by the skilled artisan without undue experimentation. In general, 
principles, protocols, and practical techniques for maximizing the productivity of cell cultures can be found in 
Mammalian Cell Biotechnology: a Practical Approach . M. Butler, ed. (IRL Press, 1991) and Sambrook et al., 
supra . 

Methods of eukaryotic cell transfection and prokaryotic cell transformation are known to the ordinarily 
5 skilled artisan, for example, CaClj, CaP04, liposome-mediated and electroporation. Depending on the host cell 
used, transformation is performed using standard techniques appropriate to such cells. The calcium treatment 
eiiq)l03ring calcium chloride, as described in Sambrook et al., supra, or electroporation is generally used for 
prokaryotes. Infection with Agrobacterium tumefadens is used for transformation of certain plant cells, as 
described by Shaw et al. , Gene. ^:3 15 (1983) and WO 89/05859 published 29 June 1989. For mammalian cells 
10 without such cell waUs, the calcium phosphate precipitation meAod of Graham and van der Eb. Virology. 
52:456-457 (1978) can be enq)loyed. General aspects of mammalian cell host system transfections haye been 
described in U.S. Patent No. 4,399,216. Transformations into yeast are typically carried out according to the 
* method of Van Solingen et al., J. Bact.. 130:946 (1977) and Hsiao et al. , Free. Natl. Acad. Sci. (USA) . 76:3829 
i; (1979). However, other methods for introducing DNA into cells, such as by nuclear microinjection, 
:4l5 electroporation, bacterial protoplast fusion with intact cells, or polycations, e.g. , polybrene, polyomifhine, may 
I also be used. For various techniques for transforming mammalian cells, see Keown et al.. Methods in 

Enzvmology . 185:527-537 (1990) and Mansour et al.. Nature . 336:348-352 (1988). 
til Suitable host cells for cloning or expressing the DNA in the vectors herein include prokaryote, yeast, 

. or higher eukaryote cells. Suitable prokaryotes iaclude but are not limited to eubacteria, such as Gram-negative 
lii20 or Gram-positive organisms, for example, Enterobacteriaceae such as E. coli. Various E. coli strains are 
publicly avaUable, such as E. cofi K12 strain MM294 (ATCC 31,446); E. coli X1776 (ATCC 31,537); E. coli 
I strain W3110 (ATCC 27,325) and K5 772 (ATCC 53,635). Other suitable prokaryotic host cells inchide 
~ Enterobacteriaceae such as Escherichia, e.g., E. coli, Enterobacter, Erwinia, Klebsiella, Proteus, Salmonella, 
e.g.. Salmonella typhimurium, Serratia, e.g., Serratia marcescans, and Shigella, as well as Bacilli such as B. 
25 subtilis and B. licheniformis (e.g., B. licheniformis 41P disclosed in DD 266,710 published 12 AprQ 1989), 
Pseudomonas such as P. aeruginosa, and Streptomyces. These exan:q>les are illustrative rather than limiting. 
Strain W3 1 10 is one particularly preferred host or parent host because it is a common host strain for recombinant 
DNA product fermentations. Preferably, the host cell secretes minimal amounts of proteolytic en2ymes. For 
example, strain W3 1 10 may be modified to effect a genetic mutation in the genes encoding proteins endogenous 
30 to the host, with examples of such hosts including E. coli W3 1 10 strain 1A2, which has the complete genotype 
tonA ; E. coli W3110 strain 9E4, which has the complete genotype tonA ptr3\ E. coli W3110 strain 27C7 
(ATCC 55,244), which has the complete genotype tonA ptrS phoA E15 (argF-lac)169 degP ompTkaxf; E. coli 
W3110 strain 37D6, which has the complete genotype tonA ptr3 phoA E15 (argF-lac)169 degP ompT rbs7 
ilvG karf ; E. coli W3110 strain 40B4, which is strain 37D6 with a non-kanamycin resistant degP deletion 
35 mutation; andan£. cofi strain having mutant periplasmic protease disclosed in U.S. Patent No. 4,946,783 issued 
7 August 1990. Alternatively, in vitro methods of cloning, e.g., PGR or other nucleic acid polymerase 
reactions, are suitable. 

In addition to prokaryotes, eukaryotic microbes such as filamentous fiuigi or yeast are suitable cloning 
or expression hosts for PRO-encoding vectors. Saccharomyces cerevisiae is a commonly used lower eukaryotic 



host microorganism. Others include Schizosaccharomyces pombe (Beach and Nurse, Nature , 290: 140 [1981]; 
EP 139,383 published 2 May 1985); Kluyveromyces hosts (U.S. Patent No. 4,943,529; Fleer et al., 
Bio/Technology . 9:968-975 (1991)) such as, e.g., K, lactis (MW98-8C, CBS683, CBS4574; Louvencourtet al., 
J. Bacteriol. . 154(2):737-742 [1983]), K.Jragilis (ATCC 12,424), K. bulgancus (ATCC 16,045), K. wickeramii 
(ATCC 24,178), K. waltii (ATCC 56,500), K. drosophilarum (ATCC 36,906; Van den Berg et al., 
5 Bio/Technology . 8: 135 (1990)), K. thermotolemns, and K. marxiams; yanowia (EP 402,226); Pichia pastoris 
(EP 183,070; Sreekrishna et al., J. Basic Microbiol. . 28:265-278 [1988]); Candida; Trichoderma reesia (EP 
244,234); Neurospora crassa (Case et al. , Proc. Natl. Acad. Sci. USA . 76:5259-5263 [1979]); Schwanmomyces 
such as Schwannion^ces ocddentdUs (EP 394,538 published 31 October 1990); and filamentous fungi such as, 
e.g., Neurospora, PenidlUum, 7bfy/>octodii«n (WO 91/00357 published 10 January 1991), andAspergittushosts 
10 such as A. mdtdans (Ballance et al., Biochem. Biophvs. Res. Commun. . 112:284-289 [1983]; Tilbum et al.. 
Gene . 26:205-221 [1983]; Yeltonetal., Proc. Natl. Acad. Sci. USA . 81: 1470-1474 [1984]) andA mger (Kelly 
and Hynes, EMBO J. , 4:475-479 [1985]). Methylotropic yeasts are suitable herein and include, but are not 
\A limited to, yeast capable of growth on methanol selected from the genera consisting of Hansenula, Candida, 
i Kloeckera, Pichia, Saccharomyces, Torulopsis, sad Rhodotorula. A list of specific species that are exemplary 

of this class of yeasts may be foimd in C. Anthony, The Biochemistry of Methylotrophs . 269 (1982). 
; I Suitable host cells for the expression of glycosylated PRO are derived from multicellular organisms, 

i' Examples of inyertebrate cells include insect cells such as DrosophUa S2 and Spodoptera Sf9, as well as plant 
M cells. Examples of useful mammalian host cell lines include Chinese hamster oyary (CHO) and COS cells. 
: , More specific examples include monkey kidney CVl line transformed by SV40 (COS-7, ATCC CRL 1651); 
il^EO human embryonic kidney line (293 or 293 cells subcloned for growth in suspension culture, Graham et al., L 
; "J' Gen Virol. . 36:59 (1977)); Chinese hamster ovary cellsZ-DHFR (CHO, Urlaub and Chasni, Proc. Natl. Acad. 
j| Sci. USA . 77:4216 (1980)); mouse sertoU ceUs (TM4, Mather, Biol. Reprod.. 23:243^51 (1980)); human hmg 
I cells (W138, ATCC CCL 75); human liver cells (Hep G2, HB 8065); and mouse mammary tumor (MMT 

060562, ATCC CCL51). The selection of the ^ropriate host cell is deemed to be within the skill in the art. 

25 

3. Selection and Use of a Replicable Vector 
The nucleic acid (e.g., cDNA or genomic DNA) encoding PRO may be inserted into a replicable vector 
for cloning (amplification of the DNA) or for expression. Various vectors are publicly available. The vector 
may, for example, be in the form of a plasmid, cosmid, viral particle, or phage. The appropriate nucleic acid 

30 sequence may be inserted into the vector by a variety of procedures. In general, DNA is inserted into an 
appropriate restriction endonuclease site(s) using techniques known in the art. Vector components generally 
include, but are not limited to, one or more of a signal sequence, an origin of replication, one or more marker 
genes, an enhancer element, a promoter, and a transcription termination sequence. Construction of suitable 
vectors containing one or more of these components employs standard ligation techniques which are known to 

35 the skilled artisan. 

The PRO may be produced recombinantly not only directly, but also as a fusion polypeptide with a 
heterologoiis polypeptide, which may be a signal sequence or other polypeptide having a specific cleavage site 
at the N-tentninus of the mature protem or polypeptide. In general, the signal sequence may be a conjponent of 
the vector, or it may be a part of the PRO-encoding DNA that is inserted into the vector. The signal sequence 
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may be a prokaryotic signal sequence selected, for example, from the group of the alkaline phosphatase, 
penicillinase, Ipp, or heat-stable enterotoxin U leaders. For yeast secretion the signal sequence may be, e.g., 
the yeast invertase leader, alpha factor leader (including Saccharomyces and Kluyveromyces a-factor leaders, 
the latter described in U.S. Patent No. 5,010,182), or acid phosphatase leader, the C. albicans glucoamylase 
leader (EP 362,179 published 4 April 1990), or the signal described in WO 90/13646 published 15 November 
5 1990. In mammalian cell expression, mammalian signal sequences may be used to direct secretion of the 
protein, such as signal sequences from secreted pol)rpeptides of the same or related species, as well as viral 
secretory leaders. 

Both expression and cloning vectors contain a nucleic acid sequence that enables the vector to replicate 
in one or more selected host cells. Such sequences are well known for a variety of bacteria, yeast, and viruses. 
10 The origin of replication from the plasmid pBR322 is suitable for most Gram-negative bacteria, the 2ii plasmid 
origin is suitable for yeast, and various viral origins (SV40, polyoma, adenovirus, VSV or BPV) are useful for 
cloning vectors in mammalian cells. 
I Egression and cloning vectors will typically contain a selection gene, also termed a selectable marker. 

::;£ Typical selection genes encode proteins that (a) confer resistance to antibiotics or other toxins, e.g. , ampicillin, 
I :i5l 5 neomycin, methotrexate, or tetracycline, (b) complement auxotrophic deficiencies , or (c) supply critical nutrients 
i J;.? not available from complex media, e.g., the gene encoding D-alanine racemase for Bacilli. 
L,:, An example of suitable selectable markers for mammalian cells are those that enable the identification 

of cells competent to take up the PRO-encoding nucleic acid, such as DHFR or thymidine kinase. An 
! J appropriate host ceU when wild-type DHFR is employed is the CHO cell line deficient in DHFR activity, 
i ItjSO prepared and propagated as described bv Urlaub et al.. Proc. Natl. Acad. Sci. USA . 77:4216 (1980). Asuitable 
J ' selection gene for use in yeast is the /?pl gene present in the yeast plasmid YRp7 [Stinchcomb et al. , Nature , 
il 282:39 (1979); Kingsman et al.. Gene . 7:141 (1979); Tschemper et al.. Gene . 10:157 (1980)]. The trpl gene 
provides a selection marker for a mutant strain of yeast lacking the ability to grow in tryptophan, for example, 
ATCC No. 44076 or PEP4-1 [Jones, Genetics. 85:12 (1977)]. 
25 Expression and cloning vectors usually contain a promoter operably linked to the PRO-encoding nucleic 

acid sequence to direct mRNA synthesis. Promoters recognized by a variety of potential host cells are well 
known. Promoters suitable for use with prokaryotic hosts iaclude the p-lactamase and lactose promoter systems 
[Chang et al.. Nature . 275:615 (1978); Goeddel et al., Natore . 281:544 (1979)], alkaline phosphatase, a 
tr5?ptophan (trp) promoter system [Goeddel, Nucleic Acids Res. , 8:4057 (1980); EP 36,776], and hybrid 
30 promoters such as the tac promoter [deBoer et al., Proc. Natl. Acad. Sci. USA . 80:21-25 (1983)]. Promoters 
for use in bacterial systems also will contain a Shine-Dalgamo (S.D.) sequence operably linked to the DNA 
encoding PRO. 

Examples of suitable promoting sequences for use with yeast hosts include the promoters for 3- 
phosphoglycerate kinase [Hitzeman et al., J. Biol. Chem. . 255:2073 (1980)] or other glycolytic enzymes [Hess 
35 et al., J. Adv. Enzyme Reg. . 7:149 (1968); Holland, Biochemistrv. 17:4900 (1978)], such as enolase, 
glyceraldehyde-3-phosphate dehydrogenase, hexokinase, pyruvate decarboxylase, phosphofructokinase, glucose- 
6-phosphate isomerase, 3-phosphoglycerate mutase, pyruvate kinase, triosephosphate isomerase, phosphoglucose 
isomerase, and glucokinase. 

Other yeast promoters, which are inducible promoters having the additional advantage of transcription 
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controlled by growth conditions, are the promoter regions for alcohol dehydrogenase 2, isocytochrome C, acid 
phosphatase, degradative enzymes associated with nitrogen metabolism, metallothionein, glyceraldehyde-3- 
phosphate dehydrogenase, and enzymes responsible for maltose and galactose utilization. Suitable vectors and 
promoters for use in yeast expression are further described in EP 73,657. 

PRO traiKcription from vectors in mammalian host cells is controlled, for example, by promoters 
5 obtained from the genomes of viruses such as polyoma virus, fowlpox virus (UK 2,21 1 ,504 published 5 July 
1989), adenovirus (such as Adenovirus 2), bovine papilloma virus, avian sarcoma virus, cytomegalovirus, a 
retrovirus, hepatitis-B virus and Simian Virus 40 (SV40), from heterologous mammalian promoters, e.g., the 
actin promoter or an immunoglobulin promoter, and from heat-shock promoters, provided such promoters are 
compatible with the host cell systems. 
10 Transcription of a DNA encoding the PRO by higiher eukaryotes may be increased by inserting an 

enhancer sequence into the vector. Enhancers are cis-acting elements of DNA, usually about from 10 to 300 
bp, that act on a promoter to increase its transcription. Many enhancer sequences are now known from 
l& mammali an genes (globin, elastase, albumin, a-feloprotein, and insulin). Typically, however, one will use an 
J f enhancer from a eukaryotic cell virus. Examples include the SV40 enhancer on the late side of the replication 
j .slS origin (bp 100-270), the cytomegalovirus early promoter enhancer, the polyoma enhancer on the late side of the 
replication origin, and adenovirus enhancers. The enhancer may be spliced into the vector at a position 5' or 
3' to the PRO coding sequence, but is preferably located at a site 5' from the promoter. 
^ Expression vectors used in eukaryotic host cells (yeast, fungi, insect, plant, animal, human, or nucleated 

i . cells from other multicellular organisms) will also contain sequences necessary for the termination of 
i'pO transcription and for stabilizing the mRNA. Such sequences are commonly available from the 5* and, 
J"' occasionally 3', untranslated regions of eukaryotic or vu^ DNAs or cDNAs. These regions contain nucleotide 
1 1 segments transcribed as polyadeiQ^lated fragments in the untranslated portion of the m^^ 
r'"' Still other methods, vectors, and host cells suitable for adaptation to the sjmlhesis of PRO in 

recombinant vertebrate cell culture are described in Gething et al.. Nature. 293:620-625 (1981); Mantel et al., 
25 Nature . 281 :40-46 (1979); EP 1 17,060; and EP 1 17,058. 

4. Detecting Gene Amplification/Expression 
Gene amplification and/or expression may be measured in a sample directly, for example, by 
conventional Southern blotting, Northern blotting to quantitate the transcription of mRNA [Thomas, Proc. Natl. 
30 Acad. Sci. USA . 77:5201-5205 (1980)1, dot blotting (DNA analysis), or in situ hybridization, using an 
^propriately labeled probe, based on the sequences provided herein. Alternatively, antibodies may be employed 
that can recognize specific duplexes, including DNA duplexes, RNA duplexes, and DNA-RNA hybrid duplexes 
or DNA-protein duplexes. The antibodies in turn may be labeled and the assay may be carried out where the 
duplex is bound to a surface, so that upon the formation of duplex on the surface, the presence of antibody bound 
35 to the duplex can be detected. 

Gene expression, alternatively, may be measured by immunological methods, such as 
immunohistochemical staining of cells or tissue sections and assay of cell culture or body fluids, to quantitate 
directly the e;q)ression of gene product. Antibodies useful for immunohistochemical staining and/or assay of 
sample fluids may be either monoclonal or polyclonal, and may be prepared in any mammal. Conveniently, the 
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antibodies may be prepared against a native sequence PRO polypeptide or against a synthetic peptide based on 
the DNA sequences provided herein or against exogenous sequence fused to PRO DNA and encoding a specific 
antibody epitope. 

5. Purification of Polypeptide 
5 Forms of PRO may be recovered from culture medium or from host cell lysates. If membrane-bound, 

it can be released fi^om the membrane using a suitable detergent solution (e.g. Triton-X 100) or by enzymatic 
cleavage. Cells employed in expression of PRO can be disrupted by various physical or chemical means, such 
as fi:eeze-thaw cycling, sonication, mechanical disruption, or cell lysing agents. 

It may be desired to purify PRO fix>m recombinant cell protems or polypeptides. The following 
10 procedures are exemplary of suitable purification procedures: by fractionation on an ion-exchange column; 
ethanol precipitation; reverse phase HPLC; chromatography on silica or on a cation-exchange resin such as 
DEAE; chromatofocusing; SDS-PAGE; amnx>nium sulfate precipitation; gel filtration using, for example, 
f , ;5: Sephadex G-75 ; protein A Sepharose columns to remove contaminants such as Jg3; and metal chelating columns 
i j| to bind epitope-tagged forms of the PRO. Various methods of protein purification may be enqdoyed and such 
i;il5 methods are known in the art and described for example in Deutscher, Methods in Enzvmology . 182 (1990); 
W Scopes, Protein Purification: Principles and Practice . Springer- Verlag, New York (1982). The purification 
i' J; step(s) selected will depend, for example, on the nature of the production process used and the particular PRO 
U| produced. 

r||20 E. Uses for PRO 

j Nucleotide sequences (or their complement) encoding PRO have various applications in the art of 

i'i molecular biology, including uses as hybridization probes, in chromosome and gene m^ing and in the 
1' i generation of anti-sense RNA and DNA. PRO nucleic acid will also be usefiil for the preparation of PRO 
polypeptides by the recombinant techniques described herein. 
25 The full-length native sequence PRO gene, or portions thereof, may be used as hybridization probes 

for a cDNA library to isolate the ftill-length PRO cDNA or to isolate still other cDNAs (for instance, those 
encoding naturally-occurring variants of PRO or PRO from other species) which have a desired sequence identity 
to the native PRO sequence disclosed herein. Optionally, the length of the probes will be about 20 to about 50 
bases. The hybridization probes may be derived from at least partially novel regions of the full length native 
30 nucleotide sequence wherein those regions may be determined without undue experimentation or from genomic 
sequences including promoters, enhancer elements and introns of native sequence PRO. By way of example, 
a screening method will comprise isolating the coding region of the PRO gene using the known DNA sequence 
to synthesize a selected probe of about 40 bases. Hybridization probes may be labeled by a variety of labels, 
including radionucleotides such as ^P or ^S, or enzymatic labels such as alkaline phosphatase coupled to the 
35 probe via avidin/biotin coupling systems. Labeled probes having a sequence complementary to feat of the PRO 
gene of fee present mvention can be used to screen libraries of human cDNA, genomic DNA or mRNA to 
determine which members of such libraries fee probe hybridizes to. Hybridization techniques are described in 
fiarfeer detail in fee Examples below. 

Any EST sequences disclosed in fee present application may similarly be employed as probes, iising 
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the methods disclosed herein. 

Other useful fragments of the PRO nucleic acids include antisense or sense oligonucleotides comprising 
a singe-stranded nucleic acid sequence (either RNA or DNA) capable of binding to target PRO mRNA (sense) 
or PRO DNA (antisense) sequences. Antisense or sense oligonucleotides, according to the present invention, 
comprise a fragment of the coding region of PRO DNA. Such a fragment generally comprises at least about 14 
5 nucleotides, preferably from about 14 to 30 nucleotides. The ability to derive an antisense or a sense 
oligonucleotide, based upon a cDNA sequence encoding a given protein is described in, for example. Stein and 
Cohen (Cancer Res. 48:2659, 1988) and van der Krol et al. (BioTechniques 6:958, 1988). 

Binding of antisense or sense oligonucleotides to target nucleic acid sequences results in the formation 
of duplexes that block transcription or translation of the target sequence by one of several means, including 
1 0 enhanced degradation of the duplexes, premature termination of transcription or translation, or by other means . 
The antisense oligonucleotides thus may be used to block e?q>re8sion of PRO proteins. Antisense or sense 
oligonucleotides fiirtber congprise oligonucleotides having modified sugar-phosphodiester backbones (or other 
i * sugar linkages, such as fliose described in WO 91/66629) and wherein such sugar Imkages are resistant to 
;:;| endogenous nucleases. Such oligonucleotides with resistant sugar linkages are stable in vivo (i.e., capable of 
j, 8:15 resisting enzymatic degradation) but retain sequence specificity to be able to bind to target nucleotide sequences. 
■ pl Other examples of sense or antisense oligonucleotides include those oligonucleotides which are 

i„j^ covalently linked to organic moieties, such as those described in WO 90/10048, and other moieties that increases 
^ii affinity of the oligonucleotide for a target nucleic acid sequence, such as poly-(L-lysine). Further still, 
i^^ intercalating agents, such as ellipticine, and alkylating agents or metal complexes may be attached to sense or 
1 120 antisense oligonucleotides to modify binding specificities of the antisense or sense oligonucleotide for the target 
nucleotide sequence. 

r;! Antisense or sense oligonucleotides may be introduced into a cell containing the target nucleic acid 

i"* sequence by any gene transfer method, including, for example, CaP04-mediated DNA transfection, 
electroporation, or by using gene transfer vectors such as Epstein-Barr virus. In a preferred procedure, an 
25 antisense or sense oligonucleotide is inserted into a suitable retroviral vector. A cell containing the target nucleic 
acid sequence is contacted with the recombinant retroviral vector, either in vivo or ex vivo. Suitable retroviral 
vectors include, but are not limited to, those derived from the murine retrovirus M-MuLV, N2 (a retrovirus 
derived from M-MuLV), or fhe double copy vectors designated DCT5A, DCT5B and DCT5C (see WO 
90/13641). 

30 Sense or antisense oligonucleotides also may be introduced into a cell containing the target nucleotide 

sequence by formation of a conjugate with a ligand binding molecule, as described in WO 91/04753. Suitable 
hgand binding molecules include, but are not limited to, cell surface receptors, growth factors, other C5^kines, 
or other ligands that bind to cell surface receptors. Preferably, conjugation of the ligand binding molecule does 
not substantially interfere with the ability of the ligand binding molecule to bind to its corresponding molecule 

35 or receptor, or block entry of the sense or antisense oligonucleotide or its conjugated version into the cell. 

Alternatively, a sense or an antisense oligonucleotide may be introduced into a ceU containing the target 
nucleic acid sequence by formation of an oligonucleotide-lipid conq)lex, as described m WO 90/10448. The 
sense or antisense oligonucleotide-lipid complex is preferably dissociated wifliin the cell by an endogenous lipase. 
Antisense or sense RNA or DNA molecules are generally at least about 5 bases in length, about 10 bases 

365 



in length, about 15 bases in length, about 20 bases in length, about 25 bases in length, about 30 bases in length, 
about 35 bases in length, about 40 bases in length, about 45 bases in length, about 50 bases in length, about 55 
bases in length, about 60 bases in length, about 65 bases in length, about 70 bases in length, about 75 bases in 
length, about 80 bases in length, about 85 bases in length, about 90 bases in length, about 95 bases in length, 
about 100 bases in length, or more. 
5 The probes may also be employed in PGR techniques to generate a pool of sequences for identification 

of closely related PRO coding sequences. 

Nucleotide sequences encoding a PRO can also be used to construct hybridization probes for mapping 
the gene which encodes that PRO and for the genetic analysis of individuals with genetic disorders. The 
nucleotide sequences provided herein may be mapped to a chromosome and specific regions of a chromosome 
10 using known techniques, such as in situ hybridization, linkage analysis against known chromosomal markers, 
and hybridization screening with libraries. 

"When the coding sequences for PRO encode a protein which binds to another proteia (exsaaple, where 
the PRO is a receptor), the PRO can be used in assays to identify the other proteins or molecules involved in 
the binding interaction. By such methods, inhibitors of the receptor/ligand binding interaction can be identified. 
.h15 Proteins involved in such binding interactions can also be used to screen for peptide or small molecule inhibitors 
■^j or agonists of the binding interaction. Also, the receptor PRO can be used to isolate correlative ligand(s). 
■ Screening assays can be designed to find lead compounds that mimic the biological activity of a native PRO or 

t$ a receptor for PRO. Such screening assays will include assays amenable to high-throughput screening of 
chemical libraries, making them particularly suitable for identifying small molecule drug candidates. Small 
li20 nwlecules contemplated include synthetic organic or iiiorganic con:q)oun^ The assays can be performed in a 
variety of formats, including protein-protein binding assays, biochemical screening assays, immimoassays and 
n; cell based assays, which are well characterized in the art. 

' Nucleic acids which encode PRO or its modified forms can also be used to generate either transgenic 
animals or "knock out" animals which, in turn, are usefiil in the development and screening of therapeutically 
25 useful reagents. A transgenic animal (e.g., a mouse or rat) is an animal having cells that contain a transgene, 
which transgene was introduced into the animal or an ancestor of the animal at a prenatal, e.g., an embryonic 

stage. A transgene is a DNA which is integrated into the genome of a cell from which a transgenic animal 
develops. In one embodiment, cDNA encoding PRO can be used to clone genomic DNA encoding PRO in 
accordance with established techniques and the genomic sequences used to generate transgenic animals that 

30 contain cells which express DNA encoding PRO. Methods for generating transgenic animals, particularly 
animals such as mice or rats, have become conventional in the art and are described, for example, in U.S. Patent 
Nos. 4,736,866 and 4,870,009. Typically, particular cells would be targeted for PRO transgene incorporation 
with tissue-specific enhancers. Transgenic animals that include a copy of a transgene encoding PRO introduced 
into the germ line of the animal at an embryonic stage can be used to examine the effect of increased e}q)ression 

35 of DNA encoding PRO. Such animals can be used as tester animals for reagents thought to confer protection 
from, for example, pathological conditions associated with its overexpression. In accordance with this facet of 
the invention, an animal is treated with the reagent and a reduced incidence of the pathological condition, 
compared to untreated animals bearing the transgene, would mdicate a potential ther^eutic intervention for the 
pathological condition. 
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Alternatively, non-human homologues of PRO can be used to construct a PRO "knock out" animal 
which has a defective or altered gene encoding PRO as a result of homologous recombination between the 
endogenous gene encoding PRO and altered genomic DNA encoding PRO mtroduced into an embryonic stem 
cell of the animal. For example, cDNA encoding PRO can be used to clone genomic DNA encoding PRO in 
accordance with established techniques. A portion of the genomic DNA encoding PRO can be deleted or 
replaced with another gene, such as a gene encoding a selectable marker which can be used to monitor 
integration. Typically, several kilobases of unaltered flanking DNA (both at the 5' and 3' ends) are included 
in the vector [see e.g., Thomas and C^)ecchi, Cell . 51:503 (1987) for a description of homologous 
recombination vectors] . The vector is introduced into an embryonic stem cell line (e.g. , by electioporation) and 
cells in which the introduced DNA has homologously recombtned with the endogenous DNA are selected [see 
e.g., Li et al.. Cell. 69:915 (1992)]. The selected cells are then injected mto a blastocyst of an animal (e.g., 
a mouse or rat) to form aggregation chimeras [see e.g., Bradley, in Termocarcinomas and Embryonic Stem 
Cells: A Practical ^proach, E. J. Robertson, ed. QRL, Oxford, 1987), pp. 113-152]. A chimeric embryo can 
then be inq)lanted into a suitable pseudopregnant female foster animal and the embryo brought to term to create 
a "knock out" animal. Progeny harboring the homologously reconibmed DNA in their germ cells can be 
identified by standard techniques and used to breed animals in which all cells of the animal contain the 
homologously recombined DNA. Knockout animals can be characterized for instance, for their ability to defend 
against certain pathological conditions and for their development of pathological conditions due to absence of 
the PRO polypeptide. 

Nucleic acid encoding the PRO polypeptides may also be used ia gene therapy. In gene therapy 
applications, genes are mtroduced into cells in ordex to achieve in vivo synthesis of a therapeutically effective 
genetic product, for example for replacement of a defective gene. "Gene therapy" includes both conventional 
gene therapy where a lasting effect is achieved by a single treatment, and the administration of gene therapeutic 
agents, which involves the one time or repeated administration of a therapeutically effective DNA or mRNA. 
Antisense RNAs and DNAs can be used as therapeutic agents for blocking the expression of certain genes in 
xivo. It has already been shown that short antisense oligonucleotides can be imported into cells where ihey act 
as inhibitors, despite their low intracellular concentrations caused by their restricted uptake by the cell 
membrane. (Zamecnik et al. , Proc. Natl. Acad. Sci. USA 83:4143-4146 [1986]). The oligonucleotides can be 
modified to enhance their uptake, e.g. by substituting their negatively charged phosphodiester groups by 
uncharged groups. 

There are a variety of techniques available for introducing nucleic acids into viable cells. The 
techniques vary depending upon whether the nucleic acid is transferred into cultured cells in vitro, or in vivo in 
the cells of the mtended host. Techniques suitable for the transfer of nucleic acid into mammalian cells in vitro 
include the use of liposomes, electroporation, microinjection, cell fusion, DEAE-dextran, the calcium phosphate 
precipitation method, etc. The currently preferred in vivo gene transfer techniques include transfection with viral 
(typically retroviral) vectors and viral coat protein-liposome mediated transfection (Dzau et al.. Trends in 
Biotechnologv 11, 205-210 [1993]). In some situations it is desirable to provide the nucleic acid source with 
an agent that targets the target cells, such as an antibody specific for a cell surface membrane protein or the 
target cell, a ligand for a receptor on the target cell, etc. Where liposomes are employed, proteins which buid 
to a cell surface membrane protein associated with endocytosis may be used for targeting and/or to facilitate 
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uptake, e.g. capsid proteins or fragments thereof tropic for a particular cell type, antibodies for proteins which 
undergo internalization in cycling, proteins that target intracellular localization and enhance intracellular half-life. 
The technique of receptor-mediated endocytosis is described, for example, by Wu et al., J. Biol. Chem. 262, 
4429-4432 (1987); and Wagner et al., Proc. Natl. Acad. Sci. USA 87, 3410-3414 (1990). For review of gene 
marking and gene therapy protocols see Anderson et al.. Science 256, 808-813 (1992). 
5 The PRO polypeptides described herein may also be employed as molecular weight markers for protein 

electrophoresis putposes and the isolated nucleic acid sequences may be used for recombioantly expressing those 
markers. 

The nucleic acid molecules encoding the PRO polypeptides or fragments thereof described herein are 
useM for chromosome identification. In this regard, there exists an ongoing need to identify new chromosome 
10 markers, since relatively few chromosome marking reagents, based upon actual sequence data are presently 
available. Each PRO nucleic acid molecule of the present invention can be used as a chromosome marker. 

The PRO polypeptides and nucleic acid molecules of the present invention may also be used for tissue 
typing, wherein the PRO polypeptides of the present invention may be differentially ejq)ressed in one tissue as 
;f compared to another. PRO nucleic acid molecules will find use for generating probes for PCR, Northern 
,i 15 analysis. Southern analysis and Western analysis. 

The PRO polypeptides described herem may also be employed as therapeutic agents. The PRO 
polypeptides of die present invention can be formulated according to known methods to prepare pharmaceutically 
useful compositions, whereby the PRO product hereof is combined in admixtare with a pharmaceutically 
acceptable carrier vehicle. Therapeutic formulations are prepared for storage by mixing the active ingredient 
rli;20 having the desired degree of purity with optional physiologically acceptable carriers, excipients or stabilizers 
r' (Remington's Pharmaceutical Sciences 16th edition, Osol, A. Ed. (1980)), in the form of lyophilized 
formulations or aqueous sohotions. Acceptable carriers, excq>ients or stabilizers are nontoxic to recipients at the 
dosages and concentrations employed, and include buffers such as phosphate, citrate and other organic acids; 
antioxidants including ascorbic acid; low molecular weight (less than about 10 residues) polypeptides; protems, 
25 such as serum albtimin, gelatin or nnmunoglobuluis; hydrophilic polymers such as polyvinylpyrrolidone, amino 
acids such as glycine, glutamine, asparagine, arginine or lysine; monosaccharides, disaccharides and other 
carbohydrates including glucose, maimose, or dextrins; chelating agents such as EDTA; sugar alcohols such as 
mannitol or sorbitol; salt-forming counterions such as sodium; and/or nonionic siurfactants such as TWEEN^"^, 
PLURONICS™ or PEG. 

30 The formulations to be used for in vivo administration must be sterile. This is readily accomplished by 

filtration through sterile filtration membranes, prior to or following lyophilization and reconstitution. 

Therapeutic compositions herein generally are placed into a container having a sterile access port, for 
example, an intravenous solution bag or vial having a stopper pierceable by a hypodermic injection needle. 

The route of administration is in accord with known methods, e.g. injection or infusion by intravenous, 
35 intraperitoneal, intracerebral, intramuscular, intraocular, intraarterial or intralesional routes, topical 
administration, or by sustained release systems. 

Dosages and desired drug concentrations of pharmaceutical compositions of the present invention may 
vary depending on the particidar tise envisioned. The determination of the ^ropriate dosage or route of 
administration is well within lhe skill of an ordinary physician. Animal ejqwriments provide reliable guidance 
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for the determination of effective doses for human therapy. Interspecies scaling of effective doses can be 
performed following the principles laid down by Mordenti, J. and Chappell, W. "The use of interspecies scaling 
in toxicokinetics" In Toxicokinetics and New Drug Development, Yacobi et al., Eds., Pergamon Press, New 
York 1989, pp. 42-96. 

When in vivo administration of a PRO polypeptide or agonist or antagonist thereof is employed, normal 
dosage amounts may vary from about 10 ng/kg to up to 100 mg/kg of mammal body weight or more per day, 
preferably about 1 /ig/kg/day to 10 mg/l^/day, depending upon the route of administration. Guidance as to 
particular dosages and methods of delivery is provided in the literature; see, for example, U.S. Pat. Nos. 
4,657,760; 5,206,344; or 5,225,212. It is anticipated that different formulations will be effective for different 
treatment compounds and different disorders, tiiat administration targeting one organ or tissue, for example, may 
necessitate delivery in a manner different from that to another organ or tissue. 

Where siKtained-release administration of a PRO polypeptide is desired in a formulation with release 
characteristics suitable for the treatment of any disease or disorder requirmg administration of the PRO 
polypeptide, microencapsulation of the PRO polypeptide is contemplated. Microencapsulation of recombinant 
proteins for sustained release has been successfully performed with human growth hormone (rhGH), mterferon- 
(rhlFN- ), interIeukin-2, and MN rgpl20. Johnson et al., Nat. Med. . 2:795-799 (1996); Yasuda, Biomed. 
Ther., 27:1221-1223 (1993); Hora et al.. Bio/Tcchnologv. 8:755-758 CI 99nv Cleland, "Design and Production 
of Single Immunization Vaccines Using Polylactide Polyglycolide Microsphere Systems," in Vaccine Design: 
The Subuni t and Adjuvant Approach . Powell and Newman, eds, (Plenum Press: New York, 1995), pp. 439-462; 
WO 97/03692, WO 96/40072, WO 96/07399; and U.S. Pat. No. 5,654.010. 

The sustained-release formulations of these protems were developed usmg poly-lactic-coglycolic acid 
(PLGA) polymer due to its biocompatibility and wide range of biodegradable properties. The degradation 
products of PLGA, lactic and glycolic acids, can be cleared quickly withui the human body. Moreover, the 
degradability of this polymer can be adjusted from months to years depending on its molecular weight and 
composition. Lewis, "Controlled release of bioactive agents from lactide/gjycolide polymer," in: M. Chasin 
and R. Langer (Eds.), Biodegradable Polvmers as Drue Eteliverv Svstems (Marcel Deldcer: New York, 1990), 
pp. 1-41. 

This invention encompasses methods of screening compounds to identify those that mimic the PRO 
polypeptide (agonists) or prevent the effect of the PRO polypeptide (antagonists). Screening assays for 
antagonist drug candidates are designed to identify compounds that bind or complex with the PRO polypeptides 
encoded by the genes identified herein, or otherwise interfere with the interaction of the encoded polypeptides 
with other cellular proteins. Such screemng assays will include assays amenable to high-throughput screening 
of chemical libraries, making them particularly suitable for identifying small molecule drug candidates. 

The assays can be performed in a variety of formats, including protein-protein binding assays, 
biochemical screening assays, immunoassays, and cell-based assays, which are well characterized in the art. 

All assays for antagonists are common in that they call for contacting the drug candidate with a PRO 
polypeptide encoded by a nucleic acid identified herein under conditions and for a time sufficient to allow these 
two components to interact. 

In bmding assays, the mteraction is bindmg and the complex formed can be isolated or detected in the 
reaction mixture. In a particular embodiment, flie PRO polypeptide encoded by the gene identified herein or the 
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drug candidate is immobilized on a solid phase, e.g., on a microliter plate, by covalent or non-covalent 
attachments. Non-covalent attachment generally is accomplished by coating the solid sxirface with a solution of 
the PRO polypeptide and drying. Alternatively, an unmobilized antibody, e.g., a monoclonal antibody, specific 
for the PRO polypeptide to be immobilized can be used to anchor it to a solid surface. The assay is performed 
by adding the non-immobilized component, which may be labeled by a detectable label, to the immobilized 
conq)onent, e.g., the coated surface containing the anchored component. When the reaction is complete, the 
non-reacted components are removed, e.g., by washing, and complexes anchored on the solid surface are 
detected. When the originally non-immobilized component carries a detectable label, the detection of label 
immobilized on the surface indicates that complexing occurred. Where the originally non-immobilized 
conqx)nent does not carry a label, complexing can be detected, for example, by using a labeled antibody 
specifically binding the immobilized complex. 

If the candidate compound mteracts with but does not bind to a particular PRO polypeptide encoded by 
a gene identified herein, its interaction with that polypeptide can be assayed by methods well known for detecting 
protein-protein interactions. Such assays include traditional approaches, such as, e.g., cross-linkmg, co- 
immunoprecipitation, and co-purification through gradients or chromatogn^hic columns. In addition, protein- 
protein interactions can be monitored by using a yeast-based genetic system described by Fields and co-workers 
(Fields and Song, Nature (London) . 340:245-246 (1989); Chien et al., Proc. Natl. Acad. Sci. USA . 88:9578- 
9582 (1991)) as disclosed by Chevray and Nathans, Proc. Natl. Acad. Sci. USA . 89: 5789-5793 (1991). Many 
transcriptional activators, such as yeast GAL4, consist of two physically discrete modular domains, one acting 
as the DNA-binding domain, the other one functionmg as the transcription-activation domain. The yeast 
expression system described in the foregoing publications (generally referred to as the "two-hybrid system") 
takes advantage of this property, and employs two hybrid proteins, one in which the target protein is fused to 
the DNA-binding domain of GAL4, and another, in which candidate activating proteins are fused to the 
activation domain. The ej^ression of a GALl-lacZ reporter gene under control of a GAL4-activated promoter 
depends on reconstitution of GAL4 activity via protein-protein interaction. Colonies containing interacting 
polypeptides are detected with a chromogenic substrate for P-galactosidase. A complete kit 
(MATCHMAKER™) for identifying protein-protein interactions between two specific proteins using the two- 
hybrid technique is commercially available from Clontech. This system can also be extended to map protein 
domains involved in specific protein interactions as well as to pinpoint amino acid residues that are crucial for 
these interactions. 

Compounds that interfere with the interaction of a gene encoding a PRO polypeptide identified herein 
and other intra- or extracellular components can be tested as follows: usually a reaction mixture is prepared 
containing the product of the gene and the intra- or extracellular component under conditions and for a time 
allowmg for the mteraction and binding of the two products. To test the ability of a candidate compound to 
inhibit bindmg, the reaction is run in the absence and in the presence of the test compound. In addition, a 
placebo may be added to a third reaction mixture, to serve as positive control. The binding (complex formation) 
between the test compound and the intra- or extracellular component present in the mixture is monitored as 
described hereinabove. The formation of a con:q>lex in the control reaction(s) but not in the reaction mixture 
containing the test con:q)ound indicates that the test compound interferes with the interaction of the test compound 
and its reaction partner. 
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To assay for antagonists, the PRO polypeptide may be added to a cell along with the compound to be 
screened for a particular activity and the ability of the compound to inhibit the activity of interest in the presence 
of the PRO polypeptide indicates that the compound is an antagonist to the PRO polypeptide. Alternatively, 
antagonists may be detected by combining the PRO polypeptide and a potential antagonist with membrane-bound 
PRO polypeptide receptors or recombinant receptors under appropriate conditions for a competitive inhibition 
assay. The PRO polypeptide can be labeled, such as by radioactivity, such that the number of PRO polypeptide 
molecules bound to the receptor can be used to determine the effectiveness of the potential antagonist. The gene 
encoding the receptor can be identified by numerous methods known to those of skill in the art, for example, 
ligand panning and FACS sorting. Coligan et al., Current Protocols in Tmrnnn 1(2): Chapter 5 (1991). 
Preferably, egression cloning is employed wherein polyadenylated RNA is prepared from a cell responsive to 
the PRO polypeptide and a cDNA library created from this RNA is divided into pools and used to transfect COS 
cells or other cells that are not responsive to the PRO polypeptide. Transfected cells that are grown on glass 
slides are exposed to labeled PRO polypeptide. The PRO polypeptide can be labeled by a variety of means 
including iodination or inclusion of a recognition site for a site-specific protein kinase. Following fixation and 
incubation, the slides are subjected to autoradiographic analysis. Positive pools are identified and sub-pools are 
prepared and re-transfected using an mteractive sub-pooling and re-screeatung process, eventually yielding a 
single clone that encodes the putative receptor. 

As an alternative approach for receptor identification, labeled PRO polypeptide can be photoaffinity- 
linked with ceU membrane or extract preparations that express the receptor molecule. Cross-linked material is 
resolved by PAGE and ejqwsed to X-ray fihn. The labeled complex containing the receptor can be excised, 
resolved into pept.de fragments, and subjected to protein micro-sequencing. The amino acid sequence obtained 
from micro- sequencing would be used to design a set of degenerate oligonucleotide probes to screen a cDNA 
library to identify the gene encoding the putative receptor. 

In another assay for antagonists, mammalian cells or a membrane preparation expressing the receptor 
would be incubated with labeled PRO polypeptide in the presence of the candidate compound. The ability of 
die compoimd to enhance or block this interaction could then be measured. 

More specific examples of potential antagonists include an oligonucleotide that binds to the fusions of 
immunoglobulin with PRO polypeptide, and, in particular, antibodies including, without limitation, poly- and 
monoclonal antibodies and antibody fragments, single-chain antibodies, anti-idiotypic antibodies, and chimeric 
or humanized versions of such antibodies or fragments, as well as human antibodies and antibody fragments. 
Alternatively, a potential antagonist may be a closely related protein, for example, a mutated form of the PRO 
polypeptide that recognize the receptor but imparts no effect, thereby competitively inhibiting the action of the 
PRO polypeptide. 

Another potential PRO polypeptide antagonist is an antisense RNA or DNA constiiict prepared using 
antisense technology, where, e.g., an antisense RNA or DNA molecule acts to block direcfly the translation of 
mRNA by hybridizing to targeted mRNA and preventing protein translation. Antisense technology can be used 
to control gene ejqpression through tiiple-helix formation or antisense DNA or RNA, both of which methods are 
based on binding of a polynucleotide to DNA or RNA. For example, the 5' coding portion of the polynucleotide 
sequence, which encodes the mature PRO polypeptides herein, is used to design an antisense RNA 
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oligonucleotide of from about 10 to 40 base pairs in length. A DNA oligonucleotide is designed to be 
complementary to a region of the gene involved in transcription (triple helix - see Lee et al., Nucl. Acids Res. . 
6:3073 (1979); Cooney et al.. Science . 241: 456 (1988); Dervan et al.. Science , 251:1360 (1991)), thereby 
preventing transcription and the production of the PRO polypeptide. The antisense RNA oUgonucleotide 
hybridizes to the mRNA in vivo and blocks translation of the mRNA molecule into the PRO polypeptide 
(antisense - Okano, Neurochem. . 56:560 (1991); Oligodeoxvnucleotides as Antisense Inhibitors of Gene 
Expression (CRC Press; Boca Raton, FL, 1988). The oligonucleotides described above can also be delivered 
to cells such that the antisense RNA or DNA may be expressed in vivo to inhibit production of the PRO 
polypeptide. When antisense DNA is used, oligodeoxyribonucleotides derived from the translation-initiation site, 
e.g., between about -10 and -t-10 positions of the target gene nucleotide seqpience, are preferred. 

Potential antagonists include small molecules that bind to the active site, the receptor binding site, or 
growth factor or other relevant binding site of die PRO polypeptide, thereby blocking the normal biological 
activity of the PRO polypeptide. Exan^les of small molecules mclude, but are not limited to, small peptides 
or peptide-like molecules, preferably soluble peptides, and synthetic non-peptidyl organic or inorganic 
compounds. 

Ribozymes are enzymatic RNA molecules capable of catalyzing the specific cleavage of RNA. 
Ribozymes act by sequence-specific hybridization to the complementary target RNA, followed by 
endonucleolytic cleavage. Specific ribozyme cleavage sites within a potential RNA target can be identified by 
known techniques. For further details see, e.g., Rossi, Current Biology. 4:469-471 (1994), and PCT publication 
No. WO 97/33551 (published September 18, 1997). 

Nucleic acid molecules in triple-helix formation used to inhibit transcription should be single-stranded 
and composed of deoxynucleotides. The base composition of these oligonucleotides is designed such that it 
promotes triple-helix formation via Hoogsteen base-pairing rules, which generally require sizeable stretches of 
purines or pyrimidines on one strand of a duplex. For fiirlher details see, e.g., PCT publication No. WO 
97/33551, sigfra. 

These small molecules can be identified by any one or more of the screening assays discussed 
hereinabove and/or by any other screening techniques well known for those skilled in the art. 

Uses of the herein disclosed molecules may also be based upon the positive functional assay hits 
disclosed and described below. 

F. Anti-PRQ Antibodies 
The present invention further provides anti-PRO antibodies . Exemplary antibodies include polyclonal, 
monoclonal, humanized, bispecific, and heteroconjugate antibodies. 

1. Polyclonal Antibodies 
The anti-PRO antibodies may comprise polyclonal antibodies. Methods of preparing polyclonal 
antibodies are known to the skilled artisan. Polyclonal antibodies can be raised in a mammal, for exsaaple, by 
one or more injections of an inamunizmg agent and, if desired, an adjuvant. Typically, the immunizing agent 
and/or adjuvant will be injected in the mammal by multiple subcutaneous or intraperitoneal injections. The 
unmunizing agent may include the PRO polypeptide or a fusion protein thereof. It may be useful to conjugate 
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the immunizing agent to a protein known to be immunogenic in the mammal being immunized. Examples of 
such immunogenic proteins include but are not limited to keyhole limpet hemocyanin, serum albumin, bovine 
thyroglobulin, and soybean trypsin inhibitor. Examples of adjuvants which may be employed include Freund's 
complete adjuvant and MPL-TDM adjuvant (monophosphoryl Lipid A, synthetic trehalose dicorynomycolate). 
The immunization protocol may be selected by one skilled in the art without undue e^qperimentation. 

5 

2. Monoclonal Antibodies 
The anti-PRO antibodies may, alternatively, be monoclonal antibodies. Monoclonal antibodies may be 
prepared using hybridoma methods, such as those described by Kohler and Milstein, Nature . 256:495 (1975). 
In a hybridoma method, a mouse, hamster, or other ^ropriate host animal, is typically immunized with an 
10 i m m un iz ing agent to elicit lynqjhocytes that produce or are cs^jable of producing antibodies that will specifically 
bind to the immunizing agent. Alternatively, the lymphocytes may be immunized in vitro. 

The immunizing agent will typically include the PRO polypeptide or a fusion protein thereof. 
L;j: Generally, either peripheral blood lymphocytes ("PBLs") are used if cells of human origin are desired, or spleen 
M. '^^^^ lymph node cells are used if non-human mammalian sources are desired. The lymirfiocytes are then 

I.. A 

15 fused with an immortalized cell line using a suitable fusing agent, such as polyethylene glycol, to form a 
j p hybridoma cell [Godmg, Monoclonal Antibodies: Principles and Practice . Academic Press, (1986) pp. 59-103]. 
14 Immortalized cell lines are usually transformed mammalian cells, particularly myeloma cells of rodent, bovine 
Ui and human origin. Usually, rat or mouse myeloma cell lines are employed. The hybridoma cells may be 
J .. cultured in a suitable culture medium that preferably contains one or more substances that inhibit the growth or 
1 1| 20 survival of the unfiised, immortalized cells. For exan5)le, if the parental cells lack the enzyme hypoxanthine 
j * guanine phosphoribosyltramferase(HGPRT or HPJIT), fihe culture ni^^ 
jA| inchide hypoxanthine, anmiopterin, and tl^midine ("HAT medium"), 
!- HGPRT-deficient cells. 

Preferred immortalized cell lines are those that fijse efficiently, siqjport stable high level ejgpression of 
25 antibody by the selected antibody-producing cells, and are sensitive to a medium such as HAT medium. More 
preferred immortalized cell lines are murine myeloma lines, which can be obtained, for instance, from the Salk 
Institute Cell Distribution Center, San Diego, California and the American Type Culture Collection, Manassas, 
Vkginia. Human myeloma and mouse-human heteromyeloma cell lines also have been described for the 
production of human monoclonal antibodies [Kozbor, J. Immunol. . 133:3001 (1984); Brodeur et al.. Monoclonal 
30 Antibodv Production Techniques and Applications . Marcel Dekker, Inc., New York, (1987) pp. 51-63]. 

The culture medium m which the hybridoma cells are cultured can then be assayed for the presence of 
monoclonal antibodies directed against PRO. Preferably, the binding specificity of monoclonal antibodies 
produced by the hybridoma cells is determined by immimoprecipitation or by an in vitro binding assay, such as 
radioimmunoassay (RIA) or enzyme-linked immunoabsorbenf assay (ELISA). Such techniques and assays are 
35 known in the art. The binding affmity of the monoclonal antibody can, for exan^le, be determined by the 
Scatchard analysis of Munson and Pollard, Anal. Biochem. . 107:220 (1980). 

After the desked hybridoma cells are identified, the clones may be subcloned by limiting dilution 
procedures and grown by standard methods [Coding, supra] . Suitable culture media for this purpose include, 
for exanqjle, Ehalbecco's Modified Eagle's Medium and RPMI-1640 medium. Alternatively, the hybridoma cells 
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may be grown in vivo as ascites in a mammal. 

The monoclonal antibodies secreted by the subclones may be isolated or purified from the culture 
medium or ascites fluid by conventional immunoglobulin purification procedures such as, for example, protein 
A-Sepharose, hydroxylapatite chromatography, gel electrophoresis, dialysis, or affmity chromatography. 

The monoclonal antibodies may also be made by recombinant DNA methods, such as those described 
in U.S. Patent No. 4,816,567. DNA encoding the monoclonal antibodies of the invention can be readily isolated 
and sequenced using conventional procedures (e.g. , by using oligonucleotide probes that are capable of binding 
specifically to genes encoding the heavy and light chains of murine antibodies). The hybridoma cells of the 
invention serve as a preferred source of such DNA. Once isolated, the DNA may be placed into expression 
vectors, which are then transfected mto host cells such as simian COS cells, Chinese hamster ovary (CHO) cells, 
or myeloma cells that do not otherwise produce immunoglobulin protem, to obtain the synthesis of monoclonal 
antibodies in the recombinant host cells. The DNA also may be modified, for example, by substituting the 
coding sequraice for human heavy and light chain constant domains in place of the homologous murine sequences 
[U.S. Patent No. 4,816,567; Morrison et al., supral or by covalently joining to the immunoglobulin coding 
sequence all or part of the coding sequence for a non-immunoglobulin polypeptide. Such a non-inmiunoglobulin 
polypeptide can be substituted for the constant domains of an antibody of the invention, or can be substituted for 
the variable domains of one antigen-combining site of an antibody of the invention to create a chimeric bivalent 
antibody. 

The antibodies may be monovalent antibodies. Methods for preparing monovalent antibodies are well 
known in the art. For example, one method involves recombinant expression of immunoglobulin light chain and 
modified heavy chain. The heavy chain is truncated generally at any point in the Fc region so as to prevent 
heavy chain crosslinking. Alternatively, the relevant cysteine residues are substituted with ano&er amino acid 
residue or are deleted so as to prevent crosslinking. 

In vitro methods are also suitable for preparing monovalent antibodies. Digestion of antibodies to 
produce fragments thereof, particularly. Fab fragments, can be accomplished using routine techniques known 
in the art. 

3. Human and Humanized Antibodies 
The anti-PRO antibodies of the invention may further comprise humanized antibodies or human 
antibodies. Humanized forms of non-human (e.g., murine) antibodies are chimeric immunoglobulms, 
immunoglobulin chains or fragments thereof (such as Fv, Fab, Fab', F(ab')2 or other antigen-bindmg 
subsequences of antibodies) which contain minimal sequence derived from non-human immxmoglobulin. 
Hmnanized antibodies mclude human immunoglobulins (recipient antibody) in which residues from a 
conqjlementary determining region (CDR) of the recipient are replaced by residues from a CDR of a non-human 
species (donor antibody) such as mouse, rat or rabbit having flie desired specificity, affinity and capacity. In 
some instances, Fv framework residues of the human immunoglobulin are replaced by corresponding non-human 
residues. Humanized antibodies may also con5)rise residues which are found neither in the recipient antibody 
nor in the imported CDR or fi:amework sequences. In general, the humanized antibody will comprise 
substantially all of at least one, and typically two, variable domains , in which all or substantially all of the CDR 
regions correspond to those of a non-human immunoglobulin and all or substantially all of the FR regions are 
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those of a human inmitmoglobulin consensus sequence. The humanized antibody optimally also will comprise 
at least a portion of an immunoglobulin constant region (Fc), typically that of a human uimmnoglobulin [Jones 
et al.. Nature , 321:522-525 (1986); Riechmann et al.. Nature. 332:323-329 (1988); and Presta, Curr. Op. 
Struct. Biol. . 2:593-596 (1992)]. 

Methods for humanizing non-human antibodies are well known in the art. Generally, a humanized 
5 antibody has one or more amino acid residues introduced into it from a source which is non-human. These non- 
human amino acid residues are often referred to as "import" residues, which are typically taken from an 
"import" variable domain. Humanization can be essentially performed following the method of Winter and co- 
workers [Jones et al.. Nature. 321:522-525 (1986); Riechmann et al.. Nature . 332:323-327 (1988); Verhoeyen 
et al.. Science . ^: 1534-1536 (1988)], by substituting rodent CDRs or CDR sequences for the corresponding 
10 sequences of a human antibody. Accordingly, such "humanized" antibodies are chimeric antibodies (U.S. Patent 
No. 4,816,567), wherein substantially less than an intact human variable domain has been substituted by the 
corresponding sequence from a non-human species. In practice, humanized antibodies are typically himian 

4: antibodies in which some CDR residues and possibly some FR residues are substituted by residues from 

;| analogous sites in rodent antibodies. 

i.|15 Human antibodies can also be produced using various techniques known in the art, including phage 

'5 display libraries [Hoogenboom and Winter, J.Mol.Biol. . 227:381 (1991); Marks et al., J. Mol. Biol. . 222:581 
,1 (1991)]. The techniques of Cole et al. and Boemer et al. are also available for the preparation of human 
P monoclonal antibodies (Cole et al. , Monoclonal Antibodies and Cancer Therapv . Alan R. Liss, p. 77 (1985) and 

Boemer et al., J. Immunol. . 147(l) :86-95 (1991)]. Similarly, human antibodies can be made by introducing 
||20 of human umnunoglobulin loci into transgenic anunals, e.g., mice in whidi the endogenous immunoglobulin 

genes have been partially or con^jletely inactivated. Upon challenge, human antibody production is observed, 
j% which closely resembles that seen in humans in all respects, including gene rearrangement, assembly, and 
* antibody repertoire. This approach is described, for example, in U.S. Patent Nos. 5,545,807; 5,545,806; 

5,569,825; 5,625,126; 5,633,425; 5,661,016, and in the following scientific publications: Marks et al.. 
25 Bio/Technology 10. 779-783 (1992); Lonberg etcd.. Nature 368 856-859 (1994); Morrison, Nature 368 . 812-13 

(1994); Fishwild et al.. Nature Biotechnology 14, 845-51 (1996); Neuberger, Nature Biotechnoloev 14. 826 

(1996); Lonberg and Huszar, Intern. Rev. Immunol. 13 65-93 (1995). 

4. Bispecific Antibodies 
30 Bispecific antibodies are monoclonal, preferably human or hiunanized, antibodies that have binding 

specificities for at least two different antigens. In the present case, one of the binding specificities is for the 
PRO, the other one is for any other antigen, and preferably for a cell-surface protein or receptor or receptor 
subunit. 

Methods for making bispecific antibodies are known in the art. Traditionally, the recombinant 
35 production of bispecific antibodies is based on the co-expression of two immunoglobulin heavy-chain/light-chain 
pairs, where the two heavy chains have different specificities [Milstein and Cuello, Nature. 305 :537-539 (1983)] . 
Because of the random assortment of immunoglobulin heavy and light chains, these hybridomas (quadromas) 
produce a potential mixture of ten different antibody molecules, of which only one has the correct bispecific 
structure. The purification of the correct molecule is usually accomplished by affinity chromatography stqps. 



Similar procedures are disclosed in WO 93/08829, published 13 May 1993, and in Traunecker et al., EMBO 
L, 10:3655-3659 (1991). 

Antibody variable domains with the desired binding specificities (antibody-antigen combining sites) can 
be fused to immunoglobulin constant domain sequences. The fusion preferably is with an immimoglobulin 
heavy-chain constant domain, comprising at least part of the hinge, CH2, and CH3 regions. It is preferred to 
5 have the first heavy-chain constant region (CHI) containing the site necessary for light-chain binding present 
in at least one of the fusions. DNAs encoding the immunoglobulin heavy-chain fosions and, if desired, the 
immunoglobulin light chain, are inserted into separate expression vectors, and are co-transfected into a suitable 
host organism. For further details of generating bispecific antibodies see, for example, Suresh et al.. Methods 
in Enzvmologv . 121:210 (1986). 
10 According to another approach described in WO 96/2701 1, the interface between a pair of antibody 

: molecules can be engineered to.maximize the percentage of heterodimers which are recovered from recombinant 
cell culture. The preferred interface corr^rises at least a part of the CH3 region of an antibody constant domain, 
i In this method, one or more small amino acid side chains from the interface of the first antibody molecule are 

si' replaced with larger side chains (e.g. tyrosine or tryptophan). Conq)ensatory "cavities" of identical or similar 
i il5 size to the large side chain(s) are created on the interface of the second antibody molecule by replacing large 
l''^ amino acid side chains with smaller ones (e.g. alanine or threonine). This provides a mechanism for increasing 
la the yield of the heterodimer over other unwanted end-products such as homodimers. 
M3 

= . J, Bispecific antibodies can be prepared as fuU length antibodies or antibody fragments (e.g. F(ab')2 

1 yi20 bispecific antibodies). Techniques for generating bispecific antibodies from antibody fragments have been 
described in the literature. For example, bispecific antibodies can be prepared can be prepared using chemical 
|;;| linkage. Brennan et al. . Science 229: 8 1 (1985) describe a procedure wherein intact antibodies are proteolvtically 
= " cleaved to generate F(ab')2 fragments. These fragments are reduced in the presence of the dithiol complexing 
agent sodium arsenite to stabilize vicinal dithiols and prevent intermolecular disulfide formation. The Fab' 
25 fragments generated are then converted to tfaionitrobenzoate (TNB) derivatives. One of the Fab'-TNB 
derivatives is then reconverted to the Fab'-thiol by reduction with mercaptoethylamine and is mixed with an 
equimolar amount of the other Fab'-TNB derivative to form the bispecific antibody. The bispecific antibodies 
produced can be used as agents for the selective immobilization of enzymes. 

Fab' fragments may be directly recovered from E. coli and chemically coupled to form bispecific 
30 antibodies. Shalaby et al., J. Exp. Med. 175:217-225 (1992) describe the production of a fully humanized 
bispecific antibody F(ab')2 molecule. Each Fab' fragment was separately secreted from E. coli and subjected 
to directed chemical coupling in vitro to form the bispecific antibody. The bispecific antibody thus formed was 
able to bind to cells overexpressing the ErbB2 receptor and normal human T cells, as well as trigger the lytic 
activity of human cytotoxic lyniphocytes against human breast tumor targets. 
35 Various technique for making and isolating bispecific antibody fragtnents directly from recombinant cell 

culture have also been described. For example, bispecific antibodies have been produced using leucine zippers. 
Kostelny et al., J. Immunol. 148(5): 1547-1553 (1992). The leucine zipper peptides from the Fos and Jun 
proteins were linked to the Fab' portions of two different antibodies by gene fiision. The antibody homodimeis 
were reduced at the hinge region to form monomers and then re-oxidized to form the antibody heterodimers. 
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This method can also be utilized for the production of antibody homodimers. The "diabody" technology 
described by Hollinger et ah, Proc. Natl. Acad. Sci. USA 90:6444-6448 (1993) has provided an alternative 
mechanism for making bispecific antibody fragments. The fragments comprise a heavy-chain variable domain 
(Vh) connected to a light-chain variable domain (VJ by a liiiker which is too short to allow pairing between the 
two domains on the same chain. Accordingly, the Vh and Vl domains of one fragment are forced to pair with 
5 the complementary Vl and Vy domains of another fragment, thereby forming two antigen-binding sites . Another 
strategy for making bispecific antibody fragments by the use of single-chain Fv (sFv) dimers has also been 
reported. See, Gruber et al., J. Immunol. 152:5368 (1994). 

Antibodies with more than two valencies are contemplated. For exai^ple, trispecific antibodies can be prepared. 
Tutt et al. , J. Immunol. 147:60 (1991). 

10 Exemplary bispecific antibodies may bind to two different epitopes on a given PRO polypeptide herein. 

Alternatively, an anti-PRO polypeptide arm may be combined with an arm which bin<k to a triggering molecule 
on a leukocyte such as a T-cell receptor molecule (e.g. CD2, CD3, CD28, or B7), or Fc recqptors for IgG 
(FcyR), such as FcyRI (CD64), FcyRII (CD32) and FcyRUI (CD16) so as to focus cellular defense mechanisms 
to the cell expressing the particular PRO polypeptide. Bispecific antibodies may also be used to localize 

15 cytotoxic agents to cells which ejq>ress a particular PRO polypeptide. These antibodies possess a PRO-binding 
arm and an arm which binds a cytotoxic agent or a radionuclide chelator, such as EOTUBE, DPTA, DOTA, 
or TETA. Another bispecific antibody of interest binds the PRO polypeptide and further binds tissue factor 
(TF). 

20 5. Heteroconiugate Antibodies 

Heteroconjugate antibodies are also within the scope of the present invention. Heteroconjugate 
antibodies are composed of two covalently joined antibodies. Such antibodies have, for example, been proposed 
to target immune system cells to unwanted cells [U.S. Patent No. 4,676,980], and for treatment of HTV infection 
[WO 91/00360; WO 92/200373; EP 03089]. It is contenq)lated that the antibodies may be prepared in vitro 

25 using known methods ia synthetic protein chemistry, including those involvxag crosslinking agents. For 
exanople, immunotoxins may be constructed using a disulfide exchange reaction or by forming a thioether bond. 
Exan[q)les of suitable reagents for this purpose include imiaothiolate and methyl-4-merc^tobutyrimidate and 
those disclosed, for example, ia U.S. Patent No. 4,676,980. 

30 6. Effector Function Engineering 

It may be desirable to modify the antibody of the invention with respect to effector function, so as to 
enhance, e.g. , the effectiveness of the antibody in treating cancer. For example, cysteine residue(s) may be 
introduced into the Fc region, thereby allowing interchain disulfide bond formation in this region. The 
homodimeric antibody thus generated may have improved internalization capability and/or increased 

35 con:q)lement-n3ediated cell killing and antibody-dependent cellular cytotoxicity (ADCC). See Caron et al., h 
Exp Med .. 176 : 1 191-1195 (1992) and Shopes. J. Immunol .. 148 : 2918-2922 (1992). Homodimeric antibodies 
with enhanced anti-tumor activity may also be prepared using heterobifunctional cross-linkers as described in 
Wolff era/. Cancer Research . 53 : 2560-2565(1993). Alternatively, an antibody can be engineered that has dual 
Fc regions and may hereby have enhanced complement lysis and ADCC capabilities. See Stevenson et al.. 
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Anti-Cancer Drue Desism, 3: 219-230 (1989). 



7. Immunoconjugates 

The invention also pertains to inmiunoconjugates comprising an antibody conjugated to a cytotoxic agent 
such as a chemotherapeutic agent, toxin {e.g. , an enzymaticaUy active toxin of bacterial, fungal, plant, or animal 
5 origin, or fragments thereof), or a radioactive isotope {i.e., a radioconjugate). 

Chemother£^utic agents useful in the generation of such immunoconjugates have been described above. 
EnzymaticaUy active toxins and fragments thereof that can be used include diphtheria A chain, nonbinding active 
fragments of diphtheria toxin, exotoxin A chain (from Pseudomonas aeruginosa), ricin A chain, abrin A chain, 
modeccin A chain, alpha-saicin, Aleurites fordii proteins, dianthin proteins, Phytolaca americana proteins 
10 (PAPI, PAPII, and PAP-S), momordica charantia inhibitor, curcin, crotin, s^pa.omria. officinalis inhibitor, 
geloimi, mitogellin, restrictocin, phenomycin, enomycin, and the tricothecenes. A variety of radionuclides are 
available for tiie production of radioconjugated antibodies. Exanq)Ies mclude ^'^Bi, "'I, "'In, and '"^Re. 
i = A Conjugates of the antibody and cytotoxic agent are made using a variety of bifunctional protein-coupling 

•;| agents such as N-succinimidyl-3-(2-pyridyldithiol) propionate (SPDP), iminothiolane (IT), bifimctional 
I;il5 derivatives of imidoesters (such as dimethyl adipimidate HCL), active esters (such as disuccinimidyl suberate), 
W aldehydes (such as glutareldehyde), bis-azido compovmds (such as bis (p-azidobenzoyl) hexanediamine), bis- 
s' s' diazonium derivatives (such as bis-(p-diazoniimibenzoyl)-ethylenediamine), diisocyanates (such as tolyene 2,6- 
^ il diisocyanate) , and bis-active fhiorine compounds (such as 1 ,5-difluoro-2,4-dinitrobenzene) . For exan^le, a ricin 
: , immunotoxin can be prepared as described in Vitetta et al. , Science , 238 : 1098 (1987). Carbon- 14-labeled 1- 
I ' j|20 isothiocyanatoben2yl-3Htnethyldiethylene triaminepentaacetic acid (MX-DTPA) is an exemplary dielating agent 

for conjugation of radionucleotide to flie antibody. See W094/1 1026. 
• In another embodiment, the antibody may be conjugated to a "receptor" (such streptavidin) for 

if* utilization in tumor pretargeting wherein the antibody-receptor conjugate is administered to the patient, followed 
by removal of unbound conjugate fix)m the circulation using a clearing agent and then administration of a 
25 "ligand" {e.g., avidin) that is conjugated to a cytotoxic agent {e.g., a radionucleotide). 

8. ImmunoliTX)somes 

The antibodies disclosed herein may also be formulated as immimoliposomes. Liposomes containing 
the antibody are prepared by methods known in the art, such as described in Epstein et al, Proc. Natl. Acad. 
30 Sci. USA , 82: 3688 (1985); Hwang et al., Proc. Natl Acad. Sci. USA . 77: 4030 (1980); and U.S. Pat. Nos. 
4,485,045 and 4,544,545. Liposomes with enhanced circulation time are disclosed in U.S. Patent No. 
5,013,556. 

Particularly usefiil liposomes can be generated by the reverse-phase evaporation method with a lipid 
conq>osition comprising phosphatidylcholine, cholesterol, andPEG-derivatizedphosphatidylethanoIamine (PEG- 
35 PE). Liposomes are extruded through filters of defined pore size to yield liposomes with the desired diameter. 
Fab' fragments of the antibody of the present invention can be conjugated to the liposomes as described in Martin 
et al .. J. Biol. Chem. . 257 : 286-288 (1982) via a disulfide-interchange reaction. A chemotherapeutic agent 
(such as Doxorubicin) is optionally contained within the liposome. See Gabizon et al. , J. National Cancer Inst. . 
81(19): 1484 (1989). 



9. Pharmaceutical Compositions of Antibodies 
Antibodies specifically binding a PRO polypeptide identified herein, as well as other molecules 
identified by the screening assays disclosed hereinbefore, can be administered for the treatment of various 
disorders in the form of pharmaceutical compositions. 

If the PRO polypeptide is intracellular and whole antibodies are used as inhibitors, internalizing 
5 antibodies are preferred. However, lipofections or liposomes can also be used to deliver the antibody, or an 
antibody fragment, into cells. Where antibody firagments are used, the smallest inhibitory fragment that 
specifically binds to the binding domain of the target protein is preferred. For example, based upon the variable- 
region sequences of an antibody, peptide molecules can be designed that retain the ability to bind the target 
protein sequence. Such peptides can be synthesized chemically and/or produced by recombinant DNA 
10 technology. See, e.g., Marasco et al., Proc. Natl. Acad. Sci. USA . 90: 7889-7893 (1993). The fonaJatoi 
herein may also contain more than one active compound as necessary for the particular indication being treated, 
preferably those with complementary activities that do not adversely affect each other. Alternatively, or in 
addition, the composition may comprise an agent that enhances its function, such as, for example, a cytotoxic 
agent, cjrtokine, chemotherapeutic agent, or growth-inhibitory agent. Such molecules are suitably present in 
I sis combination in amounts that are effective for the purpose intended. 

The active ingredients may also be entrapped in microcapsules prepared, for example, by coacervation 
'§1 techniques or by interfacial polymerization, for example, hydroxymethylcellulose or gelatin-microcapsules and 
m3 poly-(methyhnethacylate) microcapsules, respectively, in colloidal drug delivery systems (for example, 
5 , liposomes, albumin microspheres, microemulsions, nano-particles, and nanocapsules) or in macroemulsions. 
i pO Such tedmiques are disclosed in Remington's Pharmaceutical Sciences , supra. 

\ ' * The formulations to be used for in nvo admmistration must be sterile. This is readily accomplished by 

filtraiion through sterile filtration membranes. 
1=* Sustained-release preparations may be prepared. Suitable examples of sustained-release preparations 

include semipermeable matrices of solid hydrophobic polymers containing the antibody, which matrices are in 

25 the form of shaped articles, e.g., films, or microc^sules. Examples of sustained-release matrices include 
polyesters, hydrogels (for example, poIy(2-hydroxyethyl-methacrylate), or poly(vinylalcohol)), polylactides 
(U.S. Pat. No. 3,773,919), copolymers of L-glutamic acid and y ethyl-L-glutamate, non-degradable ethylene- 
vinyl acetate, degradable lactic acid-glycolic acid copolymers such as the LUPRON DEPOT ™ (injectable 
microspheres composed of lactic acid-glycolic acid copolymer and leuprolide acetate), and poly-D-(-)-3- 

30 hydroxybutyric acid. While polymers such as ethylene-vinyl acetate and lactic acid-glycolic acid enable release 
of molecules for over 100 days, certain hydrogels release proteins for shorter tune periods. When encapsulated 
antibodies remain in the body for a long time, they may denature or aggregate as a result of closure to moisture 
at 37 °C, resulting in a loss of biological activity and possible changes in immunogenicity. Rational strategies 
can be devised for stabilization d^nding on the mechanism involved. For example, if the aggregation 

35 mechanism is discovered to be intermolecular S-S bond formation through thio-disulfide interchange, stabilization 
may be achieved by nwdifymg sulfhydryl residues, lyophHizing from acidic solutions, controlling moisture 
content, using appropriate additives, and developing specific polymer matrix conqx>sitions. 
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G. Uses for anti-PRO Antibodies 

The anti-PRO antibodies of the invention have various utilities. For example, anti-PRO antibodies may 
be used in diagnostic assays for PRO, e.g. , detecting its expression in specific cells, tissues, or serum. Various 
diagnostic assay techniques known in the art may be used, such as competitive binding assays, direct or indirect 
sandwich assays and immxmoprecipitation assays conducted in either heterogeneous or homogeneous phases 
5 [Zola, Monoclonal Antibodies: A Manual of Techniques . CRC Press, Lie. (1987) pp. 147-158]. The antibodies 
used in the diagnostic assays can be labeled with a detectable moiety. The detectable moiety should be capable 
of producing, either directly or indirectly, a detectable signal. For example, the detectable moiety may be a 
radioisotope, such as 'H, "C, ^P, ^^S, or '^I, a fluorescent or chemiluminescent conrpound, such as fluorescein 
isothiocyanate, itiodamine, or luciferin, or an enzyme, such as alkaline phosphatase, beta-galactosidase or 

10 horseradish peroxidase. Any method known in the art for conjugating the antibody to the detectable moiety may 
be employed, including those methods described by Hunter et al.. Nature. 144:945 (1962); David et al., 
Biochemistrv. 13:1014 (1974); Pain et al., J- Tmmnnnl M^th 40:219 (1981); and Nygren, J. Histochem. and 

L i Cvtochem.. 30:407 (1982). 

11 Anti-PRO antibodies also are useful for the affinity purification of PRO from recombinant cell culture 
lf| or natural sources. In this process, the antibodies against PRO are immobilized on a suitable support, such a 
s '}l Sephadex resin or filter paper, using methods well known in the art. The immobilized antibody then is contacted 
= i| with a sample containing the PRO to be purified, and thereafter the support is washed with a suitable solvent that 
; will remove substantially all the material in the sample except the PRO, which is bound to the immobilized 
1^ antibody. Finally, the siqiport is washed with another suitable solvent that will release the PRO from the 

antibody. 

j«| The foUowing examples are offered fijrilhistrative purposes Qnty,aiid are rmtiiite^ 

I' » of the present invention in any way. 

All patent and literature references cited in the present specification are hereby incorporated by reference 
25 in their «itirety. 

EXAMPLES 

Commercially available reagents referred to in the examples were used according to manufacturer's 
instructions unless otherwise indicated. The source of those cells identified in the following examples, and 
30 throughout the specification, by ATCC accession numbers is the American Type Culture Collection, Manassas, 
VA. 

EXAMPLE 1 : Extracellular Domain Homology Screening to Identify Novel Polvoeotides and cDNA Rncodinp 
Therefor 

35 The extracellular domain (ECD) seqiiences (including the secretion signal sequence, if any) from about 

950 known secreted proteins from the Swiss-Prot public database were used to search EST databases. The EST 
databases included public databases (e.g., Dayhoff, GenBank), and proprietary databases (e.g. LIFESEQ™, 
Incyte Pharmaceuticals, Palo Alto, CA). The search was performed using the con:q)uter program BLAST or 
BLAST-2 (Altschul et al.. Methods in Enzvmologv 266:460-480 (1996)) as a comparison of the ECD protein 
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sequences to a 6 frame translation of the EST sequences. Those comparisons with a BLAST score of 70 (or in 
some cases 90) or greater that did not encode known proteins were clustered and assembled into consensus DNA 
sequences with the program "phrap" (Phil Green, University of Washington, Seattle, WA). 

Using this extracellular domain homology screen, consensus DNA sequences were assembled relative 
to the other identified EST sequences usmg phrap. In addition, the consensus DNA sequences obtained were 
often (but not always) extended using repeated cycles of BLAST or BLAST-2 and phrap to extend the consensus 
sequence as far as possible using the sources of EST sequences discussed above. 

Based v^on the consensus sequences obtained as described above, oligoniKleotides were then 
synthesized and used to identify by PGR a cDNA library that contained the sequence of interest and for use as 
probes to isolate a clone of the full-length codmg sequence for a PRO polypeptide. Forward and reverse PGR 
primers generally range from 20 to 30 nucleotides and are often designed to give a PGR product of about 100- 
1000 bp in length. The probe sequences are typically 40-55 bp in length. In some cases, additional 
oligonucleotides are synthesized when the consensus sequence is greater tban about 1-1 .5kbp. In order to screen 
several libraries for a full-length clone, DNA from the libraries was screened by PGR amplification, as per 
Ausubel et al., Gurrent Protocols in Molecular Biology , with the PGR primer pair. A positive library was dien 
used to isolate clones encoding the gene of mterest using the probe oligonucleotide and one of the primer pairs. 

The cDNA libraries used to isolate the cDNA clones were constructed by standard methods using 
coromercially available reagents such as those from Invitrogen, San Diego, CA. The cDNA was primed with 
oligo dT containing a NotI site, linked with blunt to Sail hemikinased adaptors, cleaved with NotI, sized 
appropriately by gel electrophoresis, and cloned in a defined orientation into a suitable cloning vector (such as 
pRKB or pRKD; pRK5B is a precursor of pRK5D that does not contain the Sfil site; see, Hohnes et al.. Science, 
253:1278-1280 (1991)) in the unique Xhol and Nofl sites. 

EXAMPLE 2 : Isolation of cDNA clones bv Amylase Screenu^ 

1. Preparation of oligo dT primed cDNA library 

mRNA was isolated from a human tissue of interest using reagents and protocols from Invitrogen, San 
Diego, GA (Fast Track 2). This RNA was used to generate an oligo dT primed cDNA library in die vector 
pRK5D using reagents and protocols from Life Technologies, Gaithersburg, MD (Super Script Plasmid System). 
In this procedure, the double stranded cDNA was sized to greater than 1000 bp and the Sall/NotI linkered cDNA 
was cloned mto XhoI/NotI cleaved vector. pRK5D is a cloning vector that has an sp6 transcription initiation 
site followed by an Sfil restriction enzyme site preceding the XhoI/NotI cDNA cloning sites. 

2. Preparation of random pruned cDNA library 

A secondary cDNA library was generated in order to preferentially represent the 5 ' ends of the primary 
cDNA clones. Sp6 RNA was generated from the primary library (described above), and this RNA was used to 
generate a random primed cDNA library in the vector pSST-AMY.O using reagraits and protocols from Life 
Technologies (Super Script Plasmid System, referenced above). In this procedure tiie double stranded cDNA 
was sized to 500-1000 bp, linkered with blunt to NotI adaptors, cleaved with Sfil, and cloned into Sfil/NotI 
cleaved vector. pSST-AMY.O is a cloning vector that has a yeast alcohol dehydrogenase promoter preceding 
the cDNA cloning sites and the mouse amylase sequence (tiie mature sequence without the secretion signal) 
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followed by the yeast alcohol dehydrogenase terminator, after the cloning sites. Thus, cDNAs cloned into this 
vector that are fused in frame with amylase sequence wiU lead to the secretion of amylase from appropriately 
transfected yeast colonies. 

3. Transformation and Detection 
5 DNA from the library described in paragraph 2 above was chilled on ice to which was added 

electrocompetenl DHIOB bacteria (Life Technologies, 20 ml). The bacteria and vector mixture was then 
electroporated as recommended by the manufacturer. Subsequently, SOC media (Life Technologies, 1 ml) was 
added and the mixture was incubated at 37°C for 30 minutes. ITie transformants were then plated onto 20 
standard 150 mm LB plates containing ampicillin and incubated for 16 hours (37 °C). Positive colonies were 
10 scraped off the plates and the DNA was isolated from the bacterial pellet using standard protocols, e.g. CsCl- 
gradient. The piarified DNA was flien carried on to tiie yeast protocols below. 

i -5 The yeast methods were divided into three categories: (1) Transformation of yeast with the 

! ' plasmid/cDNA combined vector; (2) Detection and isolation of yeast clones secreting amylase; and (3) PGR 
M anq>lification of the insert dnrectly from the yeast colony and purification of the DNA for sequencing and fxuther 
"j-i; analysis. 

The yeast strain used was HD56-5A (ATCC-90785). This strain has the following genotype: MAT 
alpha, ura3-52, leu2-3, leu2-112, his3-ll, his3-15, MAJL^, SUC^, GAL^. Preferably, yeast mutants can be 
Li, employed that have deficient post-translational pathways. Such mutants may have translocation deficient alleles 
Wo in secll, sec72, sec62, with truncated sec71 being most preferred. Alternatively, antagonists (including 
[r anlisense nucleotides and/or Ugands) which interfere with the nonnal operation of these genes, other 

inq)licated in this post translation pathway (e.g., SEC61p, SEC72p, SEC62p, SEC63p. TDJlp or SSAlp-4p) 
^ * or the complex formation of these proteins may also be preferably employed in combination with the amylase- 
e^ipressing yeast. 

25 Transformation was performed based on the protocol outiined by Gietz et al., Nucl. Acid. Res., 

20:1425 (1992). Transformed cells were then inoculated from agar into YEPD complex media broth (100 ml) 
and grown overnight at 30°C. The YEPD broth was prepared as described in Kaiser et al.. Methods in Yeast 
Genetics . Cold Spring Harbor Press, Cold Spring Harbor, NY, p. 207 (1994). The overnight culture was then 
diluted to about 2 x 10* cells/ml (approx. ODax,=0.1) into fresh YEPD broth (500 ml) and regrown to 1 x 10' 
30 ceUs/ml (approx. ODaK,=0.4-0.5). 

The cells were then harvested and prepared for transformation by transfer into GS3 rotor botties in a 
Sorval GS3 rotor at 5,000 rpm for 5 minutes, the supernatant discarded, and then resuspended mto sterile water, 
and centrifuged again in 50 ml falcon tubes at 3,500 rpm in a Beckman GS-6KR centiifiige. The supernatant 
was discarded and the cells were subsequenfly washed with LiAc/TE (10 ml, 10 mM Tris-HCl, 1 mM EDTA 
35 pH 7.5, 100 mM LizOOCCHj), and resuspended into LiAc/TE (2.5 ml). 

Transformation took place by mixing the prepared cells (100 /tl) with fi-eshly denatured single stiranded 
sahnon testes DNA (Lofstrand Labs, Gaithersburg, MD) and transforming DNA (1 fig, vol. < 10 iil) in 
microfuge tubes. The mixture was mixed briefly by vortexing, then 40% PEG/TE (600 /tl, 40% polyethylene 
gIycol-4000, 10 mM Tris-HCl, 1 mM EDTA, 100 mM LizOOCCHj, pH 7.5) was added. This nuxture was 
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gently mixed and incubated at 30°C while agitating for 30 minutes. The cells were then heat shocked at 42°C 
for 15 minutes, and the reaction vessel centrifuged in a microfuge at 12,000 rpm for 5-10 seconds, decanted and 
resuspended into TE (500 nl 10 mM Tris-HCl, 1 mM EDTA pH 7.5) followed by recentrifugation. The cells 
were then diluted into TE (1 ml) and aliquots (200 /A) were spread onto the selective media previously prepared 
in 150 mm growth plates (VWR). 
5 Alternatively, instead of multiple small reactions, the transformation was performed using a single, large 

scale reaction, wherein reagent amounts were scaled up accordingly. 

The selective media used was a synthetic complete dextrose agar lacking uracil (SCD-Ura) prepared as 
described in Kaiser et al.. Methods in Yeast Genetics . Cold Spring Harbor Press, Cold Spring Harbor, NY, p. 
208-210 (1994). Transformants were grown at 30°C for 2-3 days. 

10 The detection of colonies secreting amylase was performed by including red starch in the selective 

growth media. Starch was coi?)led to the red dye (Reactive Red-120, Sigma) as per the procedure described by 
Biely et al.. Anal Rinnhem.. 172 : 176-179 (1988). The coupled starch was incorporated into the SCD-Ura agar 

1 plates at a final concentration of 0.15% (w/v), and was buffered wifli potassium phosphate to apH of 7.0 (50- 

;S 100 mM final concentratiocO- 

ilf The positive colonies were picked and streaked across fresh selective media (onto 150 mm plates) in 

order to obtain weU isolated and identifiable single colonies. Well isolated single colonies positive for amylase 

is" secretion were detected by direct incorporation of red starch into buffered SCD-Ura agar. Positive colonies were 
determined by their ability to break down starch resulting in a clear halo around the positive colony visualized 

1,;^ directly. 

m 

[ j' 4. Isolation of DNA by PCR Amplification 

When a positive colorgr was isolated, a portion of it was picked by a toothpick and dihited into sterile 

^ ' ' water (30 fil) in a 96 well plate. At this time, the positive colonies were either firozen and stored for subsequent 
analysis or immediately anq)lified. An aliquot of ceUs (5 /tl) was used as a template for the PCR reaction in a 

25 25 pi volume containmg: 0.5 fd Klentaq (Clontech, Palo Alto, CA); 4.0 10 mM dNTP's (Perkin Elmer- 
Cetus); 2.5 pi Kentaq buffer (Clontech); 0.25 pi forward oUgo 1; 0.25 pi reverse oligo 2; 12.5 jul distiUed water. 
The sequence of the forward oligonucleotide 1 was: 

';'-TnTAAAArrTACrTGCCAG TTAAATAGACCTGCAATTATTAATCT- 3' (SEQ ID NO:l) 

The sequence of reverse oligonucleotide 2 was: 
30 S'-r AHHA A AC AGCTATGACC ACCTGCACACCTGCAAATCCATT- 3' (SEQ ID NO: 2) 

PCR was then performed as follows: 



35 



40 



a. 



d. 25 cycles of: Denature 



Denature 


92''C, 


5 minutes 


Denature 


92°C, 


30 seconds 


Anneal 


59°C, 


30 seconds 


Extend 


72°C, 


60 seconds 


Denature 


92°C, 


30 seconds 


Anneal 


57 °C, 


30 seconds 


Extend 


72°C, 


60 seconds 


Denature 


92°C, 


30 seconds 
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Ameal 
Extend 



55 °C, 30 seconds 
72 °C, 60 seconds 



e. Hold 4°C 

5 The underlined regiom of the oligonucleotides annealed to the ADH promoter region and the amylase 

region, respectively, and amplified a 307 bp region from vector pSST-AMY.O when no insert was present. 
Typically, the first 18 nucleotides of the 5' end of tiiese oUgonucleotides contained annealing sites for Ihe 
sequencing primers. Thus, the total product of die PGR reaction from an empty vector was 343 bp. However, 
signal sequence-fused cDNA resulted in considerably longer nucleotide sequences. 

10 Following the PGR, an aliquot of the reaction (5 /tl) was examined by agarose gel electrophoresis in 

a 1% agarose gel usmg a Tris-Borate-EDTA (TBE) buffering system as described by Sambrook et al., supra. 
Clones resulting in a single strong PGR product larger than 400 bp were further analyzed by DNA sequencing 
after purification with a 96 Qiaquick PGR clean-up column (Qiagen Inc., Chatsworth, GA). 

|5 EXAMPLE 3 : Isolation of cDNA Glones Using Signa l Algorithm Analysis 

I'J Various polypeptide-encoding nucleic acid sequences were identified by applying a proprietary signal 

W sequence finding algorithm developed by Genentech, Inc. (South San Francisco, GA) vpon ESTs as weU as 

i '? chistered and assembled EST firagments from public (e.g.. GenBank) and/or private (UFESEQ®, Incyte 

ui Pharmaceuticals, Inc., Palo Alto, GA) databases. The signal sequence algorithm computes a secretion signal 

!2P score based on the character of the DNA nucleotides surrounding the first and optionally the second methionine 

f Hi codon(s) (ATG) at the 5'-end of the sequence or sequence fragment under consideration. The nucleotides 

^ following tiie first ATG must code for at least 35 unambiguous amino acids witiiout any stop codons. If the first 

;5i ATG has the requffedanrino acids, the second is not examined. Ifneither meets flierequkement.ihe candidate 

I - sequence is not scored. la order to determine whether Ihe EST sequence contains an autiientic signal sequence, 

25 the DNA and corresponding amino acid sequences surrounding the ATG codon are scored using a set of seven 

sensors (evaluation parameters) known to be associated with secretion signals. Use of this algorithm resulted 

in the identification of numerous polypeptide-encoding nucleic acid sequences. 

EXAMPLE 4 : Isolation of cDNA clones Encoding Human PRO 1560 
30 A consensus DNA sequence was assembled relative to other EST sequences usmg phrap as described 

in Example 1 above. This consensus sequence is designated herem as DNA17409. Based on the DNA17409 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PGR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PRO1560. 

35 DNA sequencing of the isolated clones isolated as described above gave the Ml-length DNA sequence 

for DNA19902-1669 [Figure 1, SEQ ID N0:3]; and the derived protein sequence for PRO1560. 

The entire coding sequence of DNA19902-1669 is mcluded in Figure 1 (SEQ ID NO:3). Clone 
DNA19902-1669 contains a single open reading frame with an apparent tramlational initiation site at nucleotide 
positions 41-43, and an apparent stop codon at nucleotide positions 776-778. The predicted polypeptide 

40 precursor is 245 amino acids long. The approxunate locations of the signal peptide, transmembrane domains. 
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N-glycosylation sites, N-myristoylation sites, tyrosine kinase phosphorylation sites, and membrane lipoprotein 
lipid attachment sites are also indicated in Figure 2. Clone DNA19902-1669 has been deposited with the ATCC 
and is assigned ATCC deposit no. 203454. The full-length PRO1560 protein shown in Figure 2 has an estimated 
molecular weight of about 27,563 daltons and a pi of about 8.36. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
5 alignment analysis of the full-length sequence shown m Figure 2 (SEQ ID NO:4), revealed sequence identity 
between the PRO1560 amino acid sequence and Ihe following Dayhoff sequences: AF053453_1, AF053454_1, 
A15_HUMAN, AF054840_1, CD63_HUMAN, AF065389_1, AF054838_1, AF089749_1, P_R27525, and 
P_R86834. 

10 

EXAMPLE 5 : Isolation of cDNA clones Encoding H uman PRQ444 

A cDNA sequence isolated in the amylase screen described in Example 2 above was designated 
!if DNA13121. Based upon thK sequence, probes were generated and used to screen a human fetal hmg library 
i l (LIB25) prepared as described in paragr^l of Example 2 above. The cloning vector was pRK5B (pRK5B 
ttS is a precursor of pRK5D that does not contain the Sfil site; see. Holmes et al.. Science, 253:1278-1280 (1991)), 
I'Jii and flie cDNA size cut was less than 2800 bp. 

i.5 A full length clone was identified that contained a single open readmg frame with an apparent 

translational mitiation site at nucleotide positions 608-610 and ending at the stop codon found at nucleotide 
j. ^ positions959-961(Figure3, SEQIDNO:5). The predicted polypeptide precursor is 1 17 amino acids long, has 
j|6 a calculated molecular weight of approximately 12,692 daltons and an estimated pi of approximately 7.50. 
i 1 Analysis of the full-length PR0444 sequence shown in Figure 4 (SEQ ID N0:6) evidences the presence of a 
!t3> signal peptide at amino acid 1 to about amino acid 16. An analysis of the Dayhoff database (version 35.45 
^ ■ SwissProt 35) evidenced homology between the PR0444 amino acid sequence and the foUowmg Dayhoff 
sequences: CEF44D12_8, P_R88452, YNE1_CAEEL, A47312, AF009957_1, and A06133_l. Clone 
25 DNA26846-1397 was deposited with the ATCC on October 27, 1998 and is assigned ATCC deposit no. 203406. 

EXAMPLE 6 : Isolation of cDNA clones Encodin g Wmnnn PRO1018 

A cDNA clone (DNA56107-1415) encodmg a native human PRO1018 polypeptide was identified by 
a yeast screen, m a human ovary tumor cDNA library that preferentially represents the 5' ends of the primary 

30 cDNA clones. The yeast screen employed identified a single EST clone designated herein as DNA41000. The 
DNA41000 sequence was then compared to various EST databases including public EST databases (e.g., 
GenBank), and a proprietary EST database (LIFESEQ®, Incyte Pharmaceuticals, Palo Alto, CA) to identify 
homologous EST sequences. The comparison was performed using the computer program BLAST or BLAST2 
[Altschul et al.. Methods in Enzvmology . 266:460-480 (1996)]. Those conqjarisons resulting in a BLAST score 

35 of 70 (or in some cases, 90) or greater fliat did not encode known proteins were clustered and assembled into 
a consensus DNA sequence with the program "phrap" (Phil Green, University of Washington, Seattle, 
Washington). This consensus sequence is herem designated DNA44449. Oligonucleotide pruners based upon 
the DNA44449 sequence were then synthesized and employed to screen a human ovary tumor cDNA library 
which resulted m the identification of the DNA56107-1415 clone shown in Figure 5. 

385 



The full-length DNA56107-1415 clone shown in Figure 5 contains a single open reading frame with 
an apparent translational initiation site at nucleotide positions 129-13 1 and ending at the stop codon at nucleotide 
positions 696-698 (Figure 5). The predicted polypeptide precursor is 189 amino acids long (Figure 6). Analysis 
of the fiill-length PRO1018 sequence shown in Figure 6 (SEQ ID NO:8) evidences the presence of the following: 
a signal peptide from about amino acid 1 to about amino acid 24, transmembrane domains from about amino acid 
5 86 to about amino acid 103 and from about amino acid 60 to about amino acid 75 and an amino acid sequence 
block having homology to G-protein coupled receptor proteins from about amino acid 44 to about amino acid 
84. Clone DNA56107-1415 has been deposited with ATCC on October 27, 1998 and is assigned ATCC deposit 
no. 203405. 

10 An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 

alignment analysis of the full-length sequence shown in Figure 6 (SEQ ID NO:8), evidenced significant 
homology between flie PRO1018 amino acid sequence and the following Dayhoff sequences: CEB0399_4, 

[: J S59764, YHDTjaAEIN and AE000675_3. 

il5 EXAMPLE? : Isolation of cDNA clones Encoding Human PR01773 

]_ A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 

i- s in Example 1 above. This consensus sequence is herein designated DNA49797. Based upon an observed 

''•^ homology between the DNA49797 consensus sequence and an EST sequence contained within Incj^e EST clone 

a- 

j: I no. 509434, Incyte EST clone no. 509434 was purchased and its insert obtained and sequenced. That sequence 

jJO is herein shown in Figure 7 and is designated DNA56406-1704. 

The entire nucleotide sequence of DNA56406-1704 is shown m Figure 7 (SEQ ID NO:9). Clone 
DNA56406-1704 contains a single open reading frame with an apparent translational initiation site at nucleotide 
positions 111-113 and ending at die stop codon at nucleotide positions 1068-1070 (Figure 7). The predicted 
polypeptide precursor is 319 amino acids long (Figure 8). The full-length PR01773 protein shown in Figure 

25 8 has an estimated molecular weight of about 35,227 daltons and a pi of about 8.97. Analysis of the full-length 
PR01773 sequence shown in Figure 8 (SEQ ID NO: 10) evidences the presence of the following: a signal peptide 
from about amino acid 1 to about amino acid 17, a transmembrane domain from about amino acid 136 to about 
amino acid 152, potential N-glycosylation sites from about amino acid 161 to about amino acid 164, from about 
amino acid 187 to about amino acid 190 and from about amino acid 253 to about amino acid 256, a 

30 glycosaminoglycan attachment site from about amino acid 39 to about amino acid 42 and potential N- 
myristolation sites from about amino acid 36 to about amino acid 41, from about amino acid 42 to about amino 
acid 47, from about amino acid 108 to about amino acid 113, from about amino acid 166 to about amino acid 
171, from about amino acid 198 to aboxit amino acid 203 and from about amino acid 207 to about amino acid 
212. Clone DNA56406-1704 has been deposited with ATCC on November 17, 1998 and is assigned ATCC 

35 deposit no. 203478. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 8 (SEQ ID NO: 10), evidenced significant 
homology between the PR01773 amino acid sequence and the following Dayhoff sequences: ROH2_RAT, 
ROH3_RAT, AF030513_1, R0H1_RAT, AF056194_1, AF057034_1, P_W18337, P_W18328, BDH_HUMAN 
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and BDH_RAT. 

EXAMPLE 8 : Isolation of cDNA clones Encoding Hximan PR01477 

A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 
in Example 1 above. This consensus sequence is herein designated DNA52641. Based on the DNA52641 
5 consensus sequence, oligonucleotides were syndiesized: 1) to identify by PGR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PRO240. 

PGR primers (forward and reverse) were synthesized: 
10 forward PGR Primer 5'-CGGCAGAAGGGGGTGATTGAGGTG-3' (SEQIDNO:13) 
reverse PGR Primer 5'-GCATGGTTGTTGGCAGAGAGGGGG-3' (SEQIDNO:14) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA52641 
^ sequence which had the following nucleotide sequence 
A hvbridization probe 

lis 5'-GAAGGGTGTGTG:GAGGTXX:TTGAGTGAGTGGTrTGGGGTGGGTG-3' (SEQ ID NO: 15) 
! In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 

M screened by PGR anq)lification with the PGR primer pair identified above. A positive library was then used to 
isolate clones encoding the PRO240 gene using the probe oligonucleotide and one of the PGR primers. RNA 
h 5 for construction of the cDNA libraries was isolated from human fetal liver tissue. 

120 DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 

! -J! PR01477 (designated herein as DNA56529-1647 [Figure 9, SEQ ID NO: 1 1]; and the derived protem sequence 
& foT PR01477. 

^' ' Hie entire nucleotide sequence of DNA56529-1647 is shown m Figure 9 (SEQ ID NOrll). Clone 

DNA56529-1647 contains a single open reading frame with an jqpparent translational initiation site at nucleotide 

25 positions 23-25 and ending at the stop codon at nucleotide positions 2120-2122 (Figure 9). The predicted 
polypeptide precursor is 699 anuno acids long (Figure 10). The fiill-length PRO240 protein shown in Figure 
10 has an estimated molecular weight of about 79,553 daltons and a pl of about 7.83. Analysis of the full-lengfli 
PR01477 sequence shown in Figure 10 (SEQ ID NO: 12) evidences the presence of the following: 
transmembrane domains from about amino acid 2 1 to about amino acid 40 and from about amino acid 84 to about 

30 aminoacidl05. Glone DNA56529-1647 has been deposited with ATGG on September 29, 1998 and is assigned 
ATCC deposit no. 203293. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 10 (SEQ ID NO: 12), evidenced significant 
homology between the PR01477 ammo acid sequence and the foUowing Dayhoff sequences: CELT03G11_1, 

35 GEZC410_4. A54408, SSMAN9MAN_1, GEN12643. GEN12642, AF027156_1, P_W46900, SPAG23A1_4 
and DMC86E4_5. 

EXAMPLE 9 : Isolation of cDNA clones Encodii^ H uman PR01478 

A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 
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in Example 1 above. This consensus sequence is designated herein "DNA52719''. Based on the DNA52719 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the fiill-length coding sequence for 
PR01478. 

PCR primers (forward and reverse) were synthesized: 
forward PCR primer 5'GCGAACGCTTCGAGGAGTCCTGG3' (SEQ ID NO: 18); and 
reverse PCR Primer 5'GCAGTGCGGGAAGCCACATGGTAC3' (SEQ ID NO:19). 

Additionally, a synflietic oligonucleotide hybridization probe was constructed from fbe 
consensusDNA52719 sequence which had the following nucleotide sequence: 

hvbridizationprobe 5'CTTCCTGAGCAGGAAGAAGATCCGGCACCACATCTACGTGCTCAAC3' (SEQ ID 
NO:20). 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR an^lification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR01478 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human fetal kidney tissue. 

DNA sequencing of the clones isolated as described above gave the Ml-lengdi DNA sequence for 
PRO 1478 and the derived protein sequence for PR01478. 

The entire coding sequence of PR01478 is included in Figure 1 1 (SEQ ID NO: 16). Clone DNA5653 1- 
1648 contains a single open reading frame with an apparent translational initiation site at nucleotide positions 
77-79 and an apparent stop codon at nucleotide positions 1058-1060 of SEQ ID NO: 16. The predicted 
polypeptide precursor is 327 amino acids long. The type n transmembrane sequence is believed to be at about 
amino acids 29-49 of SEQ ID NO: 17, and an N-glycosylation site is believed to be at about amino acids 154-157 
of SEQ ID NO: 17. Qone DNA5653 1-1648 has been deposited with ATCC and is assigned ATCC deposit no. 
203286. The fiill-length PR01478 protein shown in Figure 12 has an estimated molecular weight of about 
37,406 daltons and a pl of about 9.3. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the fijll-length sequence shown m Figure 12 (SEQ ID NO: 17), revealed sequence identity 
between the PR01478 amino acid sequence and the following Dayhoff sequences: YNJ4_CAEEL, P_R55706, 
A38781_l, NALS_MOUSE, HUMHGT_1, AF048687_1, CEW02B12_11, Y09F_MYCTU, FOJO_DROME, 
and G01936. 

EXAMPLE 10 : Isolation of cDNA clones Encoding Human PR0831 

DNA56862-1343 was identified by applying the proprietary signal sequence findmg algorithm described 
in Example 3 above. Use of die above described signal sequence algorithm allowed identification of an EST 
cluster sequence from the Mcyte database, designated Incyte cluster sequence no. 25507. This EST cluster 
sequence was then conqjared to a variety of expressed sequence tag (EST) databases which mcluded public EST 
databases (e.g., GenBank) and a proprietary EST DNA database (Lifeseq®, Incyte Pharmaceuticals, Palo Alto, 
CA) to identify existing homologies . The homology search was performed using die computer program BLAST 
or BLAST2 (Altshul et al.. Methods in Enzvmologv 266:460-480 (1996)). Those comparisons resulting in a 
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BLAST score of 70 (or in some cases 90) or greater that did not encode known proteins were clustered and 
assembled into a consensus DNA sequence with the program "phrap" (Phil Green, University of Washington). 
The consensus sequence obtained therefrom is herein designated as DNA55714. 

In light of the sequence homology between the DNA55714 sequence and an EST sequence contained 
within the Merck EST clone no. AA099445, the Merck EST clone no. AA099445 was purchased and the cDNA 
5 insert was obtained and sequenced. The sequence of this cDNA insert is shown in Figure 13 and is herein 
designated as DNA56862-1343. 

Qone DNA56862-1343 contains a single open reading frame witihi an apparent translational initiation 
site at nucleotide positions 40-42 and ending at the stop codon at nucleotide positions 259-261 (Figure 13). The 
predicted polypeptide precursor is 73 amino acids long (Figure 14). The fidl-length PR0831 protein shown in 
10 Figure 14 has an estimated molecular weight of about 7,879 daltons and a pi of about 7.21 . Analysis of the fiill- 
leBgth PR0831 sequence shown in Figure 14 (SEQ ID NO:22) evidences the presence of the following: a signal 
peptide from about amino acid 1 to about amino acid 15 and an amino acid sequence block having homology to 
i- H growth factor and cytokine receptor family proteins from about amino acid 3 to about amino acid 18. Clone 
DNA56862-1343 has been deposited with ATCC on September 1, 1998 and is assigned ATCC d^sit no. 
liiS 203174. 

! I An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 

I ,ri alignment analysis of the full-length sequence shown in Figure 14 (SEQ ID NO:22), evidenced significant 
homology between the PR0831 amino acid sequence and the following Dayhoff sequences: P_W30724, 
j 5 HUMPPA_1 , AF022238_1 . 4HHB_C, PJ139727, P_R39728, TRYTMERUN, GPR5 JIUMAN, AB010266^ 
rHO andHSBCL3S2_l. 

Hi EXAMPLE 11 : Isolation of cDNA clones Encoding Human PR01113 

1'^^' A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 

in Example 1 above. This consensus sequence is designated herein "DNA34025'' . Based on the DNA34025 
25 consensxis sequence, oligonucleotides were synthesized: 1) to identify by PGR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the ftill-lengfli coding sequence for 
PROI113. 

PGR primers (forward and reverse) were synthesized: 
forward PGR primer 5'GAGGAGTGACGAATGTGGTTCGGG3' (SEQ ID NO:25); and 
30 reverse PGR primer 5'AAGTGGAAAGGAAGGGTGTGTGGG3' (SEQ ID NO:26). 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus 
DNA34025 sequence which had the following nucleotide sequence: 

hvbridization probe 5'GTAAAGGAGAAGAAGATGAGGGTAGGGGATAGGAGGTGTGTTTATGGTAA3' 
(SEQ ID NO:27). 

35 In order to screen several libraries for a source of a ftill-lengdi clone, DNA from the libraries was 

screened by PGR amplification with the PGR primer pair identified above. A positive library was then used to 
isolate clones encoding the PROl 1 13 gene using the probe oligonucleotide and one of the PGR primers. RNA 
for construction of the cDNA libraries was isolated from human fetal kidney. 

DNA sequencing of the clones isolated as described above gave the fiiU-lengih DNA sequence for 
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PROl 1 13 (designated herein as DNA57254-1477 [Figure 15, SEQ ED NO:23]; and the derived protein sequence 
forPROlllS. 

The entire coding sequence of PROl 1 13 is shown in Figure 15 (SEQ ID NO:23). Clone DNA57254- 
1477 contains a single open reading frame with an apparent translational initiation site at nucleotide positions 
214-216, and an apparent stop codon at nucleotide positions 2062-2064 of SEQ ID NO:23. The predicted 
5 polypeptide precursor is 616 amino acids long. The transmembrane domain (type IT) is believed to be at about 
amino acids 13-40 of SEQ ID NO:24. The N-glycosylation sites and N-myristoylation sites are indicated in 
Figure 16. Clone DNA57254-1477 has been deposited with the ATCC and is assigned ATCC deposit no. 
203289. The full-length PROl 113 protem shown in Figure 16 has an estLmated molecular weight of about 
68,243 daltons and a pi of about 8.66. 
10 An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 

alignment analysis of the fidl-length sequence shown m Figure 16 (SEQ ID NO:24), revealed sequence identity 
between the PRO 1113 amino acid sequence aiKi die following Dayhoff sequences (data incorporated herem): 
iS' D86983_l, A58532, SLTTDROME, AB007865_1, AC004142_1, CELT21D12_8, AB003184_1, 
DMU42767 1, MUSLRRP l and GPCR LYMST. 

EXAMPLE 12 : Isolation of cDNA clones Encoding Human PROl 194 
j Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 

cluster sequence from the Incyte database. This EST cluster sequence was then compared to a variety of 
I expressed sequence tag (EST) databases which included public EST databases (e.g., GenBank) and a proprietary 
liWO EST DNA database (LIFESEQ®, Incyte Pharmaceuticals, Palo Alto, CA) to identify existing homologies. One 
! 5 or more of the ESTs was derived from a human pineal gland Ubrary . The homology search was performed using 
the computer program BLAST or BLAST2 (Altshul et al. . Methods inEnzvmology 266 :460-480 (1996)). Those 
comparisons resulting in a BLAST score of 70 (or in some cases 90) or greater that did not encode known 
proteins were clustered and assembled into a consensus DNA sequence with the program "phrap" (Phil Green, 
25 University of Washmgton, Seattle, WasMngton). The consensus sequence obtamed thereftom is herem 
designated DNA5651 1 . 

In Ught of the sequence homology between the DNA5651 1 sequence and an EST contained within the 
Merck EST AA069568, the clone 382736 which includes this EST was purchased and the cDNA insert was 
obtained and sequenced. The sequence of this cDNA insert is shown in Figure 17 and is herein designated as 
30 DNA57841-1522. 

The full length clone shown in Figure 17 contained a single open reading frame with an apparent 
translational initiation site at nucleotide positions 9-11 and ending at the stop codon foimd at nucleotide positions 
252-254 (Figure 17; SEQ ID NO:28). The predicted polypeptide precursor (Figure 18, SEQ ID NO:29) is 81 
amino acids long. The signal peptide is at about ammo acids 1-21 of SEQ ID NO:29. PROl 194 has a calculated 
35 molecular weight of approximately 9,223 daltons and an estimated pi of i^roximately 10.47. Qone 
DNA57841-1522 was deposited with the ATCC on November 3, 1998 and is assigned ATCC deposit no. 
203458. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-lengfli sequence shown m Figure 18 (SEQ ID NO:29), revealed sequence identity 



between the PR01194 amino acid sequence and the following Dayhoff sequences: PT17_YEAST, 
RR2_CHLVU, CEK12F2_1, S22452, S76705, AF031898_7, A4_DROME, AF038931_1, E49905, and 
GSPL_AERHY. 



5 EXAMPLE 13 : Isolation of cDNA clones Encoding Human PROl 1 10 

A cDNA clone (DNA58727-1474) encoding a native human PROl 110 polypeptide was identified by 
a yeast screen, in a human fetal Mdney cDNA library that preferentially represents the 5' ends of the primary 
cDNA clones. Hie yeast screen ennployed identified a single EST clone d^ignated herein as DNA45566. The 
DNA45566 sequence was then compared to various EST databases including public EST databases (e.g., 
10 GenBank), and a proprietary EST database (LIFESEQ®, Licyte Hiarmaceuticals, Palo Alto. CA) to identify 
homologous EST sequences. The conq)arison was performed using the computer program BLAST or BLAST2 
[Altschuletal., Methods in Enzvmologv. 266:460-480 (1996)1. Those con^arisons resulting in a BLAST score 
• 5 of 70 (or in some cases, 90) or greater that did not encode known proteins were clustered and assembled into 
;i a consensus DNA sequence with the program "phrap" (Fial Green, University of Washington, Seatfle, 
,,d5 Washington). This consensus sequence is herein designated DNA46965. Oligonucleotide primers based i^n 
Jj' the DNA46965 sequence were then synthesized and employed to screen a human SK-Lu-1 adenocarcinoma 
cDNA library (LIB247) which resulted in the identification of the DNA58727-I474 clone shown in Figure 19. 
S' The full-length DNA58727-1474 clone shown in Figure 19 contains a single open reading frame with 

. , an apparent translational initiation site at nucleotide positions 13 1-133 and ending at the stop codon at nucleotide 
'fj20 positions 1097-1099 (Figure 19). The predicted polypeptide precursor is 322 amino acids long (Figure 20). The 
fiill-length PROl 110 protein shown in Figure 20 has an estimated molecular weight of about 35,274 daltons and 
;| a pi of about 8.57. Analysis of the full-length PROIUO sequence shown in Figure 20 (SEQ ID N0:31) 
evidences the presence of the following: transmembrane domains from about amino acid 41 to about amino acid 
60, from about amino acid 66 to about amino acid 85, from about amino acid 101 to about amino acid 120, iirom 
25 about amino acid 137 to about amino acid 153, from about amino acid 171 to about amino acid 192, from about 
amino acid 203 to about amino acid 226, from about amino acid 235 to about amino acid 255 and from about 
amino acid 294 to about amino acid 312, a potential N-glycosylation site from about amino, acid 6 to about amino 
acid 69, and a glycosaminoglycan attachment site from about amino acid 18 to about amino acid 21. Clone 
DNA58727-1474 has been deposited with ATCC on September 1, 1998 and is assigned ATCC deposit no. 
30 203171. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the hill-length sequence shown in Figure 20 (SEQ ID NO:31), evidenced significant 
homology between the PROl 110 amino acid sequence and the following Dayhoff sequences: MMMYELUPR_1, 
P_R99799. MAL HUMAN, P_P80929, RNMALGENE l, S68406, PLLP RAT. MMMALPROT_l, D8891 
35 and S55622. 

EXAMPLE 14 : Isolation of cDNA clones Encoding Human PR01378 

An initial DNA sequence referred to herein as DNA51941 was identified using a yeast screen, in a 
human bone marrow cDNA library that preferentially represents the 5 ' ends of the primary cDNA clones. Based 
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on the DNA51941 sequence, the following oligonucleotides were synthesized for use as probes to isolate a clone 
of the full-length coding sequence for PR01377 from a bone marrow cDNA library: 
T G T C C T T T G T C C C A G A C T T C T G T C C (SEQ ID NO:34), 
CTGGATGCTAATGTGTCCAGTAAATGATCCCCTTATCCCGTCGCGATGCT (SEQ ID NO:35); 
TTCCACTCAATGAGGTGAGCCACTC ( SEQ ID NO:36); GGCGAGCCCTAACTATCCAGGAG ( SEQ ID 
5 NO:37); GGAGATCGCTGCGCTGGCCAGGTCCTCCCTGCATGGTAT (SEQ ID NO:38); and 
CTGCTGCAAAGCGAGCCTCTTG (SEQ ID NO:39). 

The full length DNA58730-1607 clone shown in Figure 21 contained a single open reading frame with 
an apparent translational initiation site at nucleotide positions 1365 to 1367 and endmg at the stop codon found 
at nucleotide positions 2370 to 2372 (Figure 21 ; SEQ ID NO:32). The predicted polypeptide precursor (Figure 
10 22, SEQ ID NO:33) is 335 amino acids long, with a signal peptide sequence at about amino acids 1-15. 
PR01378 has a calculated molecular weight of approximately 36,108 daltons and an estimated pi of 
approximately 4.51. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of flie fijll-length sequence shown in Figure 22 (SEQ ID NO:33), revealed some homology 
jiislS between the PR01378 amino acid sequence and the following Dayhoff sequences: ICAL_RABIT, 
l§ SP2_HUMAN, SHPSPRBB 1, SP23 HUMAN, P W08158, and P W08150. 

~ ~ ~ 

li-- Clone DNA58730-1607 was deposited with the ATCC on Sqjtember 15, 1998, and is assigned ATCC 

Ml deposit no. 203221. 

rijEO EXAMPLE 15 : Isolation of cDNA clones Encoding Human PRO 1481 

j ~ An initial DNA sequence, referred to herein as DNA53254, was identified using a yeast screen, in a 

iH; human fetal kidney cDNA library that preferentially represents the 5 ' ends of the primary cDNA clones. Based 
on the DNA53254 sequence, oligonucleotides were synthesized for use as probes (or primers) to isolate a clone 
of the full-length coding sequence for PR01481 from a human fetal kidney cDNA library. 
25 The flail length DNA58732-1650 clone shown in Figure 23 contained a single open reading frame with 

an apparent translational initiation site at nucleotide positions 320-322 and ending at the stop codon found at 
nucleotide positions 1322-1324 (Figure 23; SEQ ID NO:40). The predicted polypeptide precursor (Figure 24, 
SEQ ID NO:41) is 334 amino acids long. The signal peptide is at about amino acids 1-23, and a transnaembrane 
domain is at about amino acids 235-262 of SEQ ID NO:41. The N-glycosylation sites are indicated in Figure 
30 24. PR01481 has a calculated molecular weight of approximately 36,294 daltons and an estimated pi of 
approximately 4.98. Clone DNA58732-1650 has been deposited with the ATCC and is assigned ATCC deposit 
no. 203290. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 24 (SEQ ID NO:41), revealed sequence identity 
35 between the PR01481 amino acid sequence and the following Dayhoff sequences (data incorporated herein): 
YN23_YEAST, S67770, H36857, YLU2_PICAN, GEN12881, CVY15035_28, YM96_YEAST, ESC1_SCHP0, 
CELZK783_1 and S59310. 

EXAMPLE 16 : Isolation of cDNA clones Encoding Human PROl 189 
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A cDNA sequence isolated in the amylase screen described in Example 2 above is herein designated 
DNA41784. The DNA41784 sequence was then compared to a variety of expressed sequence tag (EST) 
databases which included public EST databases (e.g., GenBank) and proprietary EST DNA databases 
(LiraSEQTM, Incyte Pharmaceuticals, Palo Alto, CA; and Genentech, South San Francisco, CA) to identify 
existing homologies. The homology search was performed using the computer program BLAST or BLAST2 
5 (Altshul et al. , Methods in Enzymology 266:460-480 (1996)). Those comparisons resulting in a BLAST score 
of 70 (or in some cases 90) or greater that did not encode known proteins were clustered and assembled into 
consensus DNA sequences with the program "phrap" (Phil Green, University of Washington, Seattle, 
Washington). The consensus sequence obtained therefrom is herein designated DNA45499. 

Based on the DNA45499 sequence, oligonucleotide probes were generated and used to screen a human 
10 bone marrow library prepared as described in paragraph 1 of Example 2 above. The cloning vector was pRK5B 
(pRKSB is a precursor of pRK5D that does not contain the Sfil site; see, Hohnes et al.. Science. 253 : 1278-1280 
(1991)), and the cDNA size cut was less than 2800 bp. 

PGR primers (forward and reverse) were synthesized: 
;:f forward PGR primer (45499.fD 5'-GAAAGACACGACACAGCAGCTTGC-3' (SEQIDNO:44) 
.S l5 forward PGR primer (45499.f2) 5'-GGGAACTGCTATCTGATGCC-3' (SEQ ID NO:45) 
I forward PGR primer (45499.f3> 5'-GAGGATGTGGTGTTGGAGTGTGGAGG-3' (SEQ ID NO:46) 
% reverse PGR primer (45499.rl) 5"GTTGTGGAAGGAGATAAGTTTGAGGGAG-3' (SEQ ED NO:47) 
ii^ reverse PGR primer (45499.r2> 5'-GAGGATTGGGTGGAGAGCAAGTGGG-3' (SEQ ID NO:48). 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the DNA45499 
'ySO sequence which had fee following nucleotide sequence: 
' hybridization probe (45499.pl) 

I 5'<:GGGTTACGGGGCAGCCCGAAGATrCACTATGGTGAAAATCGGGTTCAAT-3' (SEQ ID NO:230). 
"* In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 

screened by PGR an^lification with the PGR primer pair identifred above. A positive library was then used to 
25 isolate clones encoding the PROl 189 gene using the probe oligonucleotide and one of the PGR primers. 

A full length clone was identified that contained a single open reading frame with an {^parent 
translational initiation site at nucleotide positions 79-81, and a stop signal at nucleotide positions 868-870 
(Figure 25; SEQ ID NO:42). The predicted polypeptide precursor is 263 amino acids long has a calculated 
molecular weight of approximately 29,741 daltons and an estimated pl of approximately 5.74. Additional 
30 features include a type 11 transmembrane domain at about amino acids 53-75 and a potential N-glycosylation site 
at about amino acids 166-169. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 26 (SEQ ID NO:43), evidenced significant 
homology between the PRO 1189 amino acid sequence and Dayhoff sequences MUSE25A_1 and HS696H22_1 . 
35 Additionally, some homology was revealed between flie PROl 189 amino acid sequence and the following 
Dayhoff sequences: AF017985_1, GBRG01D9_2, 179662, and GHPDRBAG_1. 

Glone DNA58828-1519 has been deposited with ATGG and is assigned ATGG deposit no. 203172. 

EXAMPLE 17 : Isolation of cDNA clones Encoding Hvtman PR01415 
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Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 
cluster sequence from the Incyte database, designated Incyte EST cluster sequence no. 150918. This EST cluster 
sequence was then compared to a variety of expressed sequence tag (EST) databases which included public EST 
databases (e.g., GenBank) and a proprietary EST DNA database (Lifeseq®, Incyte Pharmaceuticals, Palo Alto, 
CA) to identify existing homologies . The homology search was performed using the computer program BLAST 
5 or BLAST2 (Altshul et al.. Methods in Enzvmology 266:460-480 (1996)). Those comparisons resulting in a 
BLAST score of 70 (or in some cases 90) or greater that did not encode known proteins were clustered and 
assembled into a consensus DNA sequence with the program "phrap" (Phil Green, University of Washington, 
Seattle, Washington). The consensus sequence obtained therefrom is herein designated DNA55720. 

In light of the sequence homology between the DNA55720 sequence and an EST sequence contained 
10 within the Incyte EST clone no. 4081476, the Incyte EST clone no. 4081476 was purchased and the cDNA insert 
was obtained and sequenced. The sequence of this cDNA insert is shown in Figure 27 and is herem designated 
as DNA58852-1637. 

j.s Clone DNA58852-1637 contains a single open reading frame with an apparent translational initiation 

]<£ site at nucleotide positions 148-150 and ending at the stop codon at nucleotide positions 997-999 (Figure 27). 
i;;=15 The predicted polypeptide precursor is 283 amino acids long (Figure 28). The full-length PR01415 protein 
\if, showninFigure281iasanestimatedmolecularweightofabout29,191 daltonsandaplof about4.52. Analysis 
ill ftill-length PR01415 sequence shown in Figure 28 (SEQ ID NO:50) evidences the presence of the 

following: a signal peptide from about amino acid 1 to about amino acid 25, a transmembrane domain from about 
: amino acid 94 to about amino acid 118 and potential N-myristolation sites from about amino acid 18 to about 
I '|J20 amino acid 23 , from about amino acid 40 to about amino acid 45 , from about amino acid 46 to about amino acid 
j 51, from about amino acid 145 to about amino acid 150, from about amino acid 192 to about amino acid 197, 

from about amino acid 193 to about amino acid 198, from about amino acid 211 to about amino acid 216, from 
r"' about amino acid 238 to about amino acid 243 and firom about amino acid 242 to about amino acid 247. Clone 

DNA58852-1637 has been deposited with ATCC on September 22, 1998 and is assigned ATCC deposit no. 
25 203271. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown m Figure 28 (SEQ ID NO:50), evidenced significant 

homology between the PR01415 amino acid sequence and the following Dayhoff sequences: HSU66616_1, 
P_W24017, A38219, CD30_HUMAN, HSU78971_1, P_W22214, NFM_HUMAN, ADH1_ASPFL, 
30 PAU93274_5 and CENB_MOUSE. 

EXAMPLE 18 : Isolation of cDNA clones Encoding Human PRO 1411 

Use of the signal sequence algorithm described in Exan5>le 3 above allowed identification of an EST 
cluster sequence from an Incyte database. This EST cluster sequence was then conq)ared to a variety of 
35 expressed sequence tag (EST) databases which included public EST databases (e.g., GenBank) and a proprietary 
EST DNA database (LIFESEQ®, Incyte Pharmaceuticals, Palo Alto, CA) to identify existing homologies. One 
or more of the ESTs were derived from a thiyroid tissue library. The homology search was performed using 
the computer program BLAST or BLAST2 (Altshul etal.. Methods in Enzvmologv 266 :460-480 fl996^'>. Those 
con^arisons resulting in a BLAST score of 70 (or in some cases 90) or greater that did not encode known 



394 



proteins were clustered and assembled into a consensus DNA sequence with the program "phrap" (Phil Green, 
University of Washington, Seattle, Washington). The consensus sequence obtained therefrom is herein 
designated DNA56013. 

In light of the sequence homology between the DNA56013 sequence and an EST sequence contained 
within the Incyte EST 1444225, the clone including this EST was purchased and the cDNA insert was obtained 
and sequenced. Hie sequence of this cDNA insert is shown in Figure 29 and is herein designated as DNA59212- 
1627. 

The full length clone shown in Figure 29 contained a single open reading frame with an apparent 
translational initiation site at nucleotide positions 184-186 and ending at the stop codon found at nucleotide 
positions 1504-1506 (Figure 29; SEQ ID NO:51). The predicted polypeptide precursor (Figure 30, SEQ ID 
NO:52) is 440 amino acids long. The signal peptide is at about amino acids 1-21, and the cell attachment site 
is at about amino acids 301-303 of SEQ ID NO:52. PR01411 has a calculated molecular weight of 
approximately 42,208 daltons and an estimated pi of approximately 6.36. Clone DNA59212-1627 was deposited 
with the ATCC on September 9, 1998 and is assigned ATCC deposit no. 203245. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 30 (SEQ ID NO:52), revealed sequence identity 
between the PR01411 amino acid sequence and the following Dayhoff sequences (data from database 
incorporated herein): MTV023_19, P_R05307, P_W26348, P_P82962, AF000949_1, EBN1_EBV, P_R95107, 
GRP2_PHAVU, P_R81318, and S74439_l. 

EXAMPLE 19 : Isolation of cDNA clon^ Encoding Human PR01295 

Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 
cluster sequence from the Incyte database. This EST cluster sequence was then compared to a variety of 
expressed sequence tag (EST) databases which included public EST databases (e.g., GenBank) and a proprietary 
EST DNA database (LIFESEQ®, Incyte Hiarmaceuticals, Palo Alto, CA) to identify existmg homologies. One 
or more of the ESTs was derived from a thymus tissue library. The homology search was performed iising the 
computer program BLAST or BLAST2 (Altshul et al., Methods in Enzvmologv 266:460-480 (1996)). Those 
comparisons resulting in a BLAST score of 70 (or in some cases 90) or greater that did not encode known 
proteins were clustered and assembled into a consensus DNA sequence wifli the program "phrap" (Phil Green, 
University of Washington, Seattle, Washington). The consensus sequence obtained therefrom is herem 
designated DNA56262. 

In light of the sequence homology between the DNA56262 sequence and an EST contained within the 
Incyte EST 3743334, the clone including this EST was purchased and the cDNA insert was obtained and 
sequenced. The sequence of this cDNA insert is shown in Figure 31 and is herein designated as DNA59218- 
1559. 

The fijll length clone shown in Figure 31 contained a single open reading frame with an apparent 
translational initiation site at nucleotide positions 207-209 and ending at the stop codon found at nucleotide 
positions 1047-1049 (Figure 31; SEQ ID NO:53). The predicted polypeptide precursor (Figure 32, SEQ ID 
NO:54) is 280 amino acids long. The signal peptide is at about amino acids 1-18 of SEQ ID NO:54. A 
targeting signal and N-gJycosylation site are also indicated in Figure 54. PR01295 has a calculated molecular 
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weight of approximately 30, 163 daltons and an estimated pi of approximately 6.87. Clone DNA59218-1559 was 
deposited with the ATCC on September 29, 1998 and is assigned ATCC deposit no. 203287. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 32 (SEQ ID NO:54), revealed sequence identity 
between the PR01295 amino acid sequence and the following Dayhoff sequences (data incorporated herein): 
5 AB011099_1, ILVEMYCTU, ATTECR_2, AF010496_27, P_R15346, S37191, PER_DROMS, 
L2MU_ADECC and P_W34238. 

EXAMPLE 20 : Isolation of cDNA clones Encoding Human PRO 1359 

Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 
10 cluster sequence from an Incyte database. This EST cluster sequence was then compared to a variety of 

expressed sequence tag (EST) databases which included public EST databases (e.g. , GenBank) and a proprietaiy 

EST DNA database (LIFESEQ®, Incyte Pharmaceuticals, Palo Alto, CA) to identify existing homologies. One 
Isii or more of the ESTs was derived from a sigmoid colon tissue library. The homology search was performed 

using the computer program BLAST or BLAST2 (Altshul et al. . Methods in Enzvmology 266 :460480 f 1996'>'>. 
f ;.|15 Those comparisons resulting m a BLAST score of 70 (or in some cases 90) or greater that did not encode known 

proteins were chistered and assembled into a consensus DNA sequence with the program "phrap" (Phil Green, 
i^g. University of Washington, Seattle, Washington). The consensus sequence obtained therefrom is herein 
W designated DNA56263. 

j. In light of the sequence homology between the DNA56263 sequence and the Incyte EST 1931418, the 
i'pO clone includiiig this EST was purchased and the cDNA insert was obtained and sequenced. The sequence of this 
^ ' cDNA insert is shown in Figure 33 and is herem designated as DNA59219-1613. 

f ':U The full length clone shown in Figure 33 contained a single open reading frame with an apparent 

r« translational initiation site at nucleotide positions 184-186 and ending at the stop codon foxmd at nucleotide 
positions 1081-1083 (Figure 33; SEQ ID NO:55). The predicted polypeptide precursor (Figure 34, SEQ ID 
25 NO:56) is 299 amino acids long. The transmembrane domain is at about amino acids 9-31 of SEQ ID NO:56. 
N-gylcosylation sites are at about ammo acids 64-67 and 1 15-1 18 of SEQ ID NO:56. PR01359 has a calculated 
molecular weight of approximately 34,291 daltons and an estunated pi of approximately 9.87. Clone 
DNA59219-1613 was deposited with the ATCC on September 15, 1998 and is assigned ATCC deposit no. 
203220. 

30 An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 

alignment analysis of the full-length sequence shown in Figure 34 (SEQ ID NO:56), revealed sequence identity 
between the PR01359 amino acid sequence and the following Dayhoff sequences (data incorporated herein): 
GEM14384, P_R78622, A23699_l, P_R65244, A54898, AF059321_1, RNU55938_1, BTRNAST6_1, 
P_R75199 and P_R63216. 

35 

EXAMPLE 21 : Isolation of cDNA clones Encoding Human PROl 190 

The method described in Example 1 above allowed the identification of a single Merck/WasMngton 
University EST sequence, EST no. AA339802, which is designated herein as "DNA53943''. Based on the 
DNA53943 sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 



the sequence of interest, and 2) for use as probes to isolate a clone of the Ml-length coding sequence for 
PRO1190. 

PCR primers (forward and reverse) were synthesized: 
forward PCR primer : (53943.fl) GGGAAACACAGCAGTCATTGCCTGC (SEQ ID NO:59) 
reverse PCR primer : (53943. rl) GCACACGTAGCCTGTCGCTGGAGC (SEQ ID NO:60) 
5 Additionally, a synthetic oligonucleotide hybridization probe was constructed from the DNA53943 

sequence which had the following nucleotide sequence: 

hybridization probe : (53943.pl) CACCCCAAAGCCCAGGTCCGGTACAGCGTCAAACAAGAGTGG(SEQ 
IDNO:61) 

hi order to screen several libraries for a source of a Ml-length clone, DNA from the libraries was 
10 screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PRO1190 gene usmg the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA librari^ was isolated from human bone marrow, 
h s DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 

!;i ^01 190 (designated herein as DNA59586-1520 [Figure 35, SEQ ID NO:57]; and the derived protein sequence 
J"i!l5 forPRO1190. 

1% The entire coding sequence of PROl 190 is shown in Figure 35 (SEQ ID NO:57). Clone DNA59586- 

j i, 1520 contains a single open reading frame with an apparent translational initiation site at nucleotide positions 
Uff 340-342 and an apparent stop codon at nucleotide positions 3685-3687. The predicted polypeptide precursor 
; . is 1115 amino acids long. The full-length PRO1190 protein shown in Figure 36 has an estimated molecular 
i'pO weightof about 121,188 daUons and a pi of about 7.07. Other features of the PRO1190 protein inchide: two 
I ' transmembrane domains at amino acids 16-30 and 854-879; a cytochrome P450 cystein heme-iron ligand 
j^j signature at amino acids 1051-1060; an N-6 adenine-specific DNA metl^^es signature at amino acids 1045- 
I 5 1051; and potential N-gJycosylation sites atammo acids 65-68, 76-79, 98-101, 189-192, 275-278, 518-521, 726- 
729, and 760-763. Clone DNA59586-1520 was deposited with the ATCC on Septeniber 29, 1998, and is 
25 assigned ATCC deposit no. 203288. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the fijll-lengfli sequence shown in Figure 36 (SEQ ID NO:58), revealed homology between 
the PRO1190 amino acid sequence and the following Dayhoff sequences: AF004840_1, AF004841_1, 
AF026465_1, HSU72391_1, P_R13144, AX01_HUMAN, GEN13349, 158164, D87212_l, A53449, and 
30 D86983_l, andKIAA0230. 

EXAMPLE 22 : Isolation of cDNA clones Encoding Human PR01772 

A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 
in Example 1 above. This consensus sequence is herein designated DNA45120. Based on the DNA45120 
35 consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contamed 
the sequence of interest, and 2) for use as probes to isolate a clone of the fiill-length codmg sequence for 
PR01772. 

PCR primers (forward and reverse) were synthesized: 
forward PCR primer f45120.fl> 5'-CCTTCACCTGCAGTACACCATGGGC-3' (SEQIDNO;64) 
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reverse PCR primer ^45120.rn 5'-GTCACACACAGCTCTGGCAGCTGAG-3' (SEQ ID NO:65) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA45120 
sequence which had the following nucleotide sequence 
hybridization probe (45120.01) 

5'-CCAAGTTCAGACACCACATGTACACCAACGTCAGCGGATTGACAAGC-3' (SEQ ID NO:66) 
5 RNA for construction of the cDNA libraries was isolated from human bone marrow tissue. 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PR01772 (designated herein as DNA59817-1703 [Figure 37, SEQIDNO:62]; and the derived protein sequence 
for PR01772. 

The entire nucleotide sequence of DNA598 17-1703 is shown in Figure 37 (SEQ ID NO:62). Clone 
10 DNA59817-1703 contains a single open reading frame with an ^parent translational initiation site at nucleotide 
positions 93-95 and ending at the stop codon at nucleotide positions 1554-1556 (Figure 37). The predicted 
polypeptide precursor is 487 amino acids long (Figure 38). Hie full-length PRO 1772 protein shown in Figure 
la, 38 has an estimated molecular weight of about 53,569 daltons and a pi of about 7.68. Analysis of the full-length 
\fl PR01772 sequence shown in Figure 38 (SEQ ID NO:63) evidences the presence of the following: a signal 
i,.u.l5 peptide from about amino acid 1 to about amino acid 36, a transmembrane domain from about amino acid 313 
to about amino acid 331, potential N-glycosylation sites from about amino acid 119 to aboxit amino acid 122, 
fro™ amino acid 184 to about amino acid 187, from about amino acid 243 to about amino acid 246 and 
from about amino acid 333 to about amino acid 336, potential N-myristolation sites from about amino acid 41 
! H ^ amino acid 46, from about amino acid 59 to about amino acid 64, from about amino acid 73 to about 
i|20 amino acid 78, from about amino acid 133 to about amino acid 138, from about amino acid 182 to about amino 
acid 187, from about amino acid 194 to about amino acid 199, from about amino acid 324 to about ammo acid 
i % 329, from about amino acid 354 to about amino acid 359, from about amino acid 357 to about amino acid 362, 
i ' 5 from about amino acid 394 to about amino acid 399, from about amino acid 427 to about amino acid 432 and 
from about amino acid 472 to about amino acid 477 and a prokaryotic membrane lipoprotem Iq)id att^jhment 
25 site from about amino acid 136 to about amino acid 146. Qone DNA59817-1703 has been deposited with ATCC 
on November 17, 1998 and is assigned ATCC deposit no. 203470. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shoAvn in Figure 38 (SEQ ID NO:63), evidenced significant 
homology between the PR01772 amino acid sequence and the following Dayhoff sequences: P_R30823, 
30 MDPI PIG, MDPI HUMAN, P_R13857, P_R53920, MDPl_MOUSE, P_R30822, JC4222, CELF52C6_2 
and MYV027_13. 

EXAMPLE 23 : Isolation of cDNA clones Encoding Human PRO 1248 

Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 
35 cluster sequence from the Incyte database, designated Incyte EST cluster sequence no. 7494. This EST cluster 
sequence was then compared to a variety of expressed sequence tag (EST) databases which included public EST 
databases (e.g., GenBank) and a proprietary EST DNA database (Lifeseq®, Incyte Pharmaceuticals, Palo Alto, 
CA) to identify existing homologies. The homology search was performed using the computer program BLAST 
or BLAST2 (Altshul et al., Mefliods in Enzvmologv 266:460^80 (1996)). Those comparisons resulting in a 
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BLAST score of 70 (or in some cases 90) or greater that did not encode known proteins were clustered and 
assembled into a consensus DNA sequence with the program "phrap" (Phil Green, University of Washiagton, 
Seattle, Washington). The consensus sequence obtained therefrom is herein designated DNA56056. 

In light of the sequence homology between the DNA56056 sequence and an EST contained within the 
Merck EST clone no. AA404441 , the Merck EST clone no. AA404441 was purchased and the cDNA msert was 
obtained and sequenced. The sequence of this cDNA insert is shown in Figure 39 and is herein designated as 
DNA60278-1530. 

Clone DNA60278-1530 contains a single open reading frame with an apparent translational initiation 
site at nucleotide positions 122-124 and ending at the stop codon at nucleotide positions 671-673 (Figure 39). 
The predicted polypeptide precursor is 183 amioo acids long (Figure 40). The full-length PR01248 protein 
shown in Figure 40 has an estimated molecular weight of about 20,574 daltons and a pi of about 6.60. Analysis 
of llie fiill-Iength PR01248 sequence shown in Figure 40 (SEQ ID NO:68) evidences the presence of the 
following: a signal peptide fixim about amino acid 1 to about amino acid 20, a transmembrane domain from about 
amino acid 90 to about amino acid 112 and potential N-glycosylation sites from about amino acid 21 to about 
amino acid 24, from about amino acid 38 to about amino acid 41 and from about amino acid 47 to about amino 
acid 50. Clone DNA60278-1530 has been deposited with ATCC on September 1 , 1998 and is assigned ATCC 
deposit no. 203170. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 40 (SEQ ID NO: 68), evidenced significant 
homology between the PR01248 ammo acid sequence and the foEowing Dayhoff sequences: AF026198_5, 
CELR12C12_5. PN0563, S64541_l, PN0564, P_R44881 and XLU78189_1. 

EXAMPLE 24 : Isolation of cDNA clones Encoding Human PR01316 

The extracellular domain (BCD) which includes the signal sequence, if any, of publicly available 
databases known to contain secreted sequences were used to search various publicly available EST (E3q)ressed 
Sequenced Tag) databases (GenBank, Merck/Wash. U). The search was performed using the computer program 
BLAST or BLAST2 [Altschul et al.. Methods in Enzymology 266: 460^80 (1996)] as a comparison of the ECD 
protein sequences to a 6 frame translation of the EST sequences. Those comparisons resulting in a BLAST score 
of 70 (or in some cases 90) or greater that did not did not encode known proteins were clustered and assembled 
into consensus DNA sequences with the program "phrap" (Phil Green, University of Washington, Seatde, WA). 

The above search resulted in the identification of the EST, designated W55979 which showed homology 
with the secreted protein Dkk-1 . The clone corresponding to EST W55979 (clone NbHH19W) was purchased 
from MerckAVashuigton University and the cDNA insert was obtained and sequenced m its entirety. 

The nucleic acid sequence corresponding to the full length PR01316 (designated DNA60608-1577) 
encoded by the purchased clone, is shown in Figure 41 (SEQ ID NO:69). DNA60608-1577 contains a single 
open reading frame with an apparent translational initiation site at nucleotide positions 21 1-213, and a stop codon 
at nucleotide positions 988-990 (Figure 42; SEQ ID NO:70). The predicted polypeptide precursor is 259 amino 
acids long. Additional regions of significant interest include the nucleotide residues encodmg the signal peptide 
(21 1-283), an N-glycosylation site (364-366), and the Zn(2)-Cys(6) binuclear cluster domain (505-655). Clone 
DNA60608-1577 has been deposited with ATCC and is assigned ATCC deposit no. 203126. The full-length 
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PR01316 protein shown in Figure 42 has an estimated molecular weight of about 28,447 daltons and a pi of 
about 9.48. 

Based on a BLAST and FastA sequence alignment analysis (using the ALIGN computer program) of 
the fiiU-length sequence, PR01316 shows significant amino acid sequence identity to the dickkopf family of 
proteins. Additionally, DNA60608 has shown homology to AF030433_1, LFE4_CHICK, COL_RABIT, 
5 YQI6_CAEEL, rrB6_HUMAN, CONO LYMST, S41033, D63483_l, D86864_l and AB001978_1. 

EXAMPLE 25 : Isolation of cDNA clones Encoding Human PRQl 197 

An initial DNA sequence, referred to herein as DNA56267, was identified using a yeast screen, in a 
human SK-Lu-1 adenocarcinoma cDNA library that preferentially rq)resents the 5' ends of the prunary cDNA 
10 clones. DNA56267 was used to synthesize oligonucleotides for vkc as probes to isolate a clone of flie fiill-length 
coding sequence for PROl 197 from a human breast carcinoma cDNA library. 

SEQ ID NO:73: 5'AATTCATGGCAAATATTTCCCTTCCC3' (forward); 
SEQ ID NO:74: 5'TGGTAAACTGGCCCAAACTCGG3' (reverse); and 
SEQ ID NO:75: 

15 5'TTAAAGTCATCCGTCCTTGGCTCAGGATTTGGAGAGCTTGCACCACCAAA3' (probe). 
]% The full length DNA6061 1-1524 clone shown in Figure 43 contained a single open reading frame with 

1,1;; an apparent translational initiation site at nucleotide positions 311-313 and ending at the stop codon found at 
nucleotide positions 1400-1402 (Figure 43; SEQ ID NO:71). The predicted polypeptide precursor (Figure 44, 
j |, SEQ ID NO:72) is 363 amino acids long. The signal peptide is at about amino acids 1-24 of SEQ ID NO:72. 
11120 PR01197 has a calculated molecular weight of approximately 38,825 daltons and an estimated pi of 
l^. approximately 9.88. Qone DNA6061 1-1524 has been deposited wifli ATCC and is assigned ATCC deposit no. 
203175. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the fiill-lengtii sequence shown in Figure 44 (SEQ ID NO:72), revealed sequence identity 
25 between the PR01197 amino acid sequence and the following Dayhoff sequences (information from database 
incorporated herein): Y144_HUMAN, 147141 (a gastric mucin, mucins are described in Ann. NY Acad. Srf .. 
140(2):804-834 (1967), AMYH YEAST, CELK06A9_3, CELZK783_1, HBail_YEAST, AB003521_1, 
D87895 1, S61993 and YM96 YEAST. 



30 EXAMPLE 26 : Isolation of cDNA clones Encoding Human PRO 1293 

Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 
cluster sequence from the Incyte database, designated Incy te EST cluster sequence no . 1 1 5204 . This EST cluster 
sequence was then compared to a variety of expressed sequence tag (EST) databases which included public EST 
databases (e.g., GenBank) and a proprietary EST DNA database (Lifeseq®, Incyte Pharmaceuticals, Palo Alto, 

35 CA) to identify existing homologies. The homology search was performed using the conqjuter program BLAST 
or BLAST2 (Altshul et al., Methods in Enzvmologv 266:460-480 (1996)). Those comparisons resulting in a 
BLAST score of 70 (or in some cases 90) or greater that did not encode known proteins were clustered and 
assembled into a consensus DNA sequence with the program "phrap" (Phil Green, University of Washington, 
Seattle, Washington). The consensus sequence obtained therefix)m is herein designated DNA56522. 
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In light of the sequence homology between the DNA56522 sequence and an EST contained wilhin the 
Incyte EST clone no. 2966119, the Incyte EST clone no. 2966119 was purchased and the cDNA insert was 
obtained and sequenced. The sequence of this cDNA iosert is shown in Figure 45 and is herein designated as 
DNA60618-1557. 

Clone DNA60618-1557 contains a single open reading frame with an apparent translational initiation 
5 site at nucleotide positions 37-39 and ending at the stop codon at nucleotide positions 1060-1062 (Figure 45). 
The predicted polypeptide precursor is 341 amino acids long (Figure 46). The full-length PR01293 protein 
shown in Figure 46 has an estimated molecular weight of about 38,070 daitons and a pi of about 6.88. Analysis 
of the full-length PR01293 sequence shown in Figure 46 (SEQ ID NO:77) evidences the presence of the 
following: a signal peptide from about amino acid 1 to about amino acid 19, a transmembrane domain from about 
10 amino acid 237 to about amino acid 262, a potential N-glycosylation site from about amino acid 205 to about 
amino acid 208, a cell attachment sequence from about amino acid 151 to about amino acid 152 and an amino 
acid sequence block having homology to coproporphyrinogen HI oxidase proteins from about amino acid 1 15 
i to about amino acid 140. Clone DNA60618-1557 has been deposited with ATCC on September 29, 1998 and 

is assigned ATCC deposit no. 203292. 
1.45 An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 

; ^ J alignment analysis of the full-length sequence shown m Figure 46 (SEQ ID NO:77), evidenced significant 
pi homology between the PR01293 amino acid sequence and the following Dayhoff sequences: HSVCD54_1, 
■i^ A33_HUMAN, AFG09220_1, HSU82279_1, AF004230L1, P_R13272, AF004231_1, AF043644_1, S44125 
i|. andHSIGGHC85_l. 

EXAMPLE 27 : Isolation of cDNA clones Encoding Human PRO1380 
il^ A cDNA sequence isolated in the an^lase screen described in Exanqrfe 2 above is herein designated 

DNA45776. Based on the DNA45776 sequence, oligonucleotide probes were generated and used to screen a 

human retina library prepared as described in paragraph 1 of Exainple 2 above. The cloning vector was pRK5B 
25 (pRK5B is a precursor of pRKSD that does not contain the Sfil site; see, Hohnes et al.. Science . 253 : 1278-1280 

(1991)), and the cDNA size cut was less than 2800 bp. 

PCR primers (forward and reverse) were synthesized: 

forward PCR primer f45776.fD 5'-TTTTGCGGTCACCATTGTCTGC-3' (SEQ ID NO:80) and 

reverse PCR primer ('45776.rn 5'-CGTAGGTGACACAGAAGCCCAGG-3' (SEQ ID NO:81). 
30 Additionally, a synthetic oligonucleotide hybridization probe was constructed from the DNA45776 sequence 

which had the following nucleotide sequence: 

hybridization probe ('45776.pl'> 

5'-TACGGCATGACCGGCTCCTTTCCTATGAGGAACTCCCAGGCACTGATAT-3' (SEQ ID NO:82). 

In order to screen several libraries for a source of a ftdl-length clone, DNA from the libraries was 
35 screened by PCR an^Mcation with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PRO1380 gene using the probe oligonucleotide and one of the PCR primers. 

A fiill length clone was identified that contained a single open reading frame with an apparent 
translational initiation site at nucleotide positions 36-38, and a stop signal at nucleotide positions 1461-1463 
(Figure 47; SEQ ID NO:78). The predicted pols^eptide precursor is 470 amino acids long has a calculated 
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molecular weight of approximately 51,715 daltons and an estimated pi of approximately 7.86. Additional 
feattires include transmembrane domains at about amino acids 50-74, 105-127, 135-153, 163-183,228-252,305- 
330, and 448-472; potential N-glycosylation sites at about amino acids 14-17 and 84-87; and a dihydrofolate 
reductase signature at about amino acids 60-68. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
5 alignment analysis of the full-length sequence shown in Figure 48 (SEQ ID NO:79), evidenced homology 
between the PRO1380 amino acid sequence and the following Dayhoff sequences: HSU81375_1, CEZK809_6, 
CEK02E11_1, AF034102_1, JC4196, CEF36H2_2, P_R92315, YAC2_YEAST, F1707_13. andCEF44D12_3. 

Clone DNA60740-1615 was deposited with tiie ATCC on November 3, 1998, and is assigned ATCC 
deposit no. 203456. 

10 

EXAMPLE 28 : Isolation of cDNA clones Encoding Human PR01265 

Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 
chister sequence from the LIFESEQ® database, designated EST Quster No. 86995. Hiis EST chister sequence 
was then compared to a variety of ej^ressed sequence tag (EST) databases which included public EST databases 
piX5 (e.g. , GenBank) and a proprietary EST DNA database (LIFESEQ®, Incyte Pharmaceuticals, Palo Alto, CA) to 
'= .? identify existing homologies. The homology search was performed using the computer program BLAST or 
BLAST2 (Altshul et al.. Methods in Enzymology 266 :460^80 (1996)). Those comparfeons resulting in a 
'fti BLAST score of 70 (or in some cases 90) or greater that did not encode known proteins were clustered and 
i assembled into a consensus DNA sequence with the program "phrap" (Phil Green, University of Washington, 

Hil20 Seattle, Washington). One or more of the ESTs used in the assembly was derived from a cDNA library prepared 
; 7, from RNA isolated from inflamed human adenoid tissue. The consesosus sequence obtained therefrom is herein 
|:;| designated DNA55717. 

In. light of the sequaice homology between the DNA55717 sequence and an EST sequence contained 
within Incyte EST no. 20965, EST clone no. 20965 was purchased and the cDNA insert was obtained and 
25 sequenced. The sequence of this cDNA insert is shown in Figure 49 and is herein designated as DNA60764. 

The full length clone shown in Figure 49 contained a single open reading frame with an apparent 
translations initiation site at nucleotide positions 79-8 1 and ending at the stop codon found at nucleotide positions 
1780-1782 (Figure 49; SEQ ID NO:83). The predicted polypeptide precursor (Figure 50, SEQ ID NO:84) is 
567 amino acids long. PR01265 has a calculated molecular weight of approximately 62,881 daltons and an 
30 estimated pi of approximately 8.97. Additional features include a signal peptide sequence at about amino acids 
1-21; potential N-glycosylation sites at about amino acids 54-57, 134-137, 220-223, and 559-562; and a region 
having amino acid sequence identity with D-amino acid oxidase proteins at about amino acids 61-80. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), usmg a WU-BLAST2 sequence 
alignment analysis of the fuU-length sequence shown in Figure 50 (SEQ ID NO: 84), revealed significant 
35 sequence identity between the PR01265 amino acid sequence and Dayhoff sequence no. MMU70429_1. 
Sequence homology was also found to exist between the fiill-length sequence shown in Figure 50 (SEQ ED 
NO:84) and the foUowing additional Dayhoff sequences: BC542A_1, E69899, S76290, MTV014_14, 
AOFB_HUMAN, ZMJ002204_1, S45812_l, DBRNAPD_1, and CRTl_SOYBN. 

Clone DNA60764-1533 was deposited with the ATCC on November 10, 1998, and is assigned ATCC 



deposit no. 203452. 



EXAMPLE 29 : Isolation of cDNA clones Encoding Human PRO 1250 

Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 
cluster sequence from the Incyte database, designated Incyte EST cluster sequence no. 56523 . This EST cluster 
5 sequence was then compared to a variety of expressed sequence tag (EST) databases which included public EST 
databases (e.g. , GenBank) and a proprietary EST DNA database (Lifeseq®, Incyte Pharmaceuticals, Palo Alto, 
CA) to identify existing homologies. The homology search was performed using the computer program BLAST 
or BLAST2 (Altshul et ai., Methods in Enzvmologv 266:460-480 (1996)). Those comparisons resulting in a 
BLAST score of 70 (or in some cases 90) or greater that did not encode known proteins were clustered and 
10 assembled into a consensus DNA sequence with the program "phrap" (Phil Green, University of Washmgton, 
Seattle, Washington). The consensus sequence obtained therefrom is herein designated DNA56103. 

In light of the sequence homology between the DNA56103 sequence and an EST sequence contained 
within the Incyte EST clone no. 3371784, the Incyte EST clone no. 3371784 was purchased and the cDNA insert 
Vff. was obtained and sequenced. The sequence of this cDNA insert is shown in Figure 51 and is herein designated 
j;]i^l5 as DNA60775-1532. 

Clone DNA60775-1532 contains a single open reading frame with an apparent translational initiation 
=^l^ site at nucleotide positions 74-76 and ending at the stop codon at nucleotide positions 2291-2293 (Figure 51). 
The predicted polypeptide precursor is 739 amino acids long (Figure 52). The full-length PRO1250 protein 
J shown in Figure 52 has an estimated molecular weight of about 82,263 daltons and a pi of about 7.55. Analysis 
n;l20 of the fidl-length PRO1250 sequence shown in Figure 52 (SEQ ID NO:86) evidences the presence of the 
; ^ following: a type n transmembrane domain from about amino acid 61 to about amino acid 80, a putative AMP- 
binding domain signature sequence from about amino acid 314 to about anmio acid 325, and potential N- 
I"-' glycosylation sites from about amino acid 102 to about amino acid 105, from about amino acid 588 to about 
amino acid 591 and from about amino acid 619 to about amino acid 622. Clone DNA60775-1532 has been 
25 deposited with ATCC on September 1, 1998 and is assigned ATCC dq)osit no. 203173. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 52 (SEQ ID NO:86), evidenced significant 
homology between the PRO 1250 amino acid sequence and the following Dayhoff sequences: LCFB HUMAN, 
S56508_l, BNAMPBP2_1, BNACS7_1, CELT08B1_6, CELC46F4_2, AF008206_6, CELR07C3_11, 
30 LMU70253_2 and AF008206_7. 

EXAMPLE 30 : Isolation of cDNA clones Encoding Human PR01475 

A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 
in Example 1 above. TTiis consensus sequence is herein designated DNA45639. Based on the DNA45639 
35 consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for xise as probes to isolate a clone of the flill-length codiiig sequence for 
PR01475. 

PCR primers (forward and reverse) were syn&esized: 
forward PCR primer (45639.fl) 5'-GATGGCAAAACGTGTGTTTGACACG-3' (SEQ ID NO:89) 
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forward PGR primer (45639.f2) 5'-CCTCAACCAGGCCACGGGCCAC-3' (SEQ ED NO:90) 
reverse PGR primer (45639.rD 5'-CCCAGGGAGAGATGCAGTAGAGGG-3' (SEQ ID NO:91) 
reverse PGR primer (45639.r2) 5 ' -GGTGCAGTAGGTGGATGGATTGGCTC-3 ' (SEQ ID NO: 92) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA45639 
sequence which had the following nucleotide sequence 
5 hybridization probe (45639.pl) 

5'-CTCACCTCATGAGGATGAGGCCATGGTGCTATTCCTCAACATGGTAG-3' (SEQ ID NO:93) 

In order to screen several libraries for a source of a lull-length clone, DNA firom the libraries was 
screened by PGR amplification with the PGR primer pair idesotified above. A positive library was then used to 
isolate clones encoding the PRO 1475 gene using the probe oligonucleotide and one of the PGR primers. RMA 
10 for construction of the cDNA libraries was isolated from human fetal brain tissue. 

DNA sequencing of the clones isolated as described above gave die fiill-length DNA sequence for 
PR01475 (designated herein as DNA61185-1646 [Figure 53, SEQ ID NO:87]; and the derived protein sequence 
i & for PR01475. 

JS; The entire nucleotide sequence of DNA61185-1646 is shown in Figure 53 (SEQ ID NO:87). Glone 

I -,115 DNA6 1 1 85- 1 646 contains a single open reading frame with an apparent translational initiation site at nucleotide 
J ;2 positions 130-132 and ending at the stop codon at nucleotide positions 21 10-2112 (Figure 53). The predicted 
polypeptide precursor is 660 amino acids long (Figure 54). The full-length PR01475 protein shown in Figure 
Mi'* 54 has an estimated molecular weight of about 75,220 daltons and a pl of about 6.76. Analysis of the full-length 
j.j, PR01475 sequence shown in Figure 54 (SEQ ID NO:88) evidences the presence of the following: a 
\i0) transmembrane domain from about amino acid 38 to about amino acid 55 and a homologous region to mouse 
! ] GNTl from about amino acid 229 to about amino acid 660. Clone DNA61 185-1646 has been deposited with 
fv*' ATCC on November 17, 1998 and is assigned ATCG deposit no. 203464. 

^ ■ An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 

alignment analysis of the fiill-lengfli sequence shown in Figure 54 (SEQ ID NO:88), evidenced significant 
25 homology between the PR01475 amino acid sequence and flie following Dayhoff sequraices: GNTI MOUSE, 
GGU65792_1, CGU65791_1, P_R24781, GELF48E3_1, G786_HUMAN, P_W06547, GNT1_GAEEL, 
219_HUMAN and EF07_MOUSE. 

EXAMPLE 31 : Isolation of cDNA clones Encoding Human PR01377 

30 An initial DNA sequence, referred to herein as DNA46892, was identified using a yeast screen, in a 

human umbilical vein endothelial cell cDNA library that preferentially represents the 5' ends of the primary 
cDNA clones. Based on the DNA46892 sequence, the following oligonucleotides were synthesized for use as 
probes to isolate a clone of the fiill-length coding sequence for PRO 1377 from a human fetal kidney cDNA 
Ubrary: GTTGTGGGTGAATAAAGGAGGGGAG(SEQIDNO:96), GTGTGGTGATGTTGATGGAGAAGTG 

35 (SEQID NO:97), andGGATGATTTGATGTGCATTAGGGTGGTGTGTCTGGGTATGTTGGTGGGAT (SEQ 
ID NO:98). 

The full length DNA61608-I606 clone shown in Figure 55 contained a single open reading frame with 
an stpparent translational initiation site at nucleotide positions 149-151 and ending at the stop codon found at 
nucleotide positions 1070-1072 (Figure 55; SEQ ID NO:94). The predicted polypeptide precursor (Figure 56, 
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SEQ DD NO:95) is 307 amino acids long. PR01377 has a calculated molecular weight of approximately 32,251 
daltons and an estimated pi of approximately 6.62. Additional features include: a signal peptide at about amino 
acids 1-18; potential N-glycosylation sites at about amino acids 29-32 and 241-244, and transmembrane domains 
at about amino acids 37-56, 106-122, 211-230, 240-260, and 288-304. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
5 alignment analysis of the ftill-length sequence shown in Figure 56 (SEQ ID NO:95), revealed some homology 
between the PR01377 amino acid sequence and the following Dayhoff sequences: CET01D3_6, CET28F3_4, 
CEF26D10_3, S66962, ATX2_YEAST, CEH13N06_8, S49959, YIC3_YEAST, G02273, and P_W35557. 
Clone DNA61608-1606 has been deposited with ATCC and is assigned ATCC deposit no. 203239. 

10 EXAMPLE 32 : Isolation of cDNA clones Encoding Human PR01326 

Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 

cluster sequence from the LIFESEQ® database, designated Incyte Cluster No. 59366, also referred herein as 
1"=' "DNA10295''. This EST cluster sequence was then conq>ared to a variety of expressed sequence tag (EST) 

databases which included public EST databases (e.g., GenBank) and a proprietary EST DNA database 
^ 15 (LIFESEQ®, Incyte Pharmaceuticals, Palo Alto, CA) to identify existing homologies. The homology search was 

performed using the conq>uter program BLAST or BLAST2 (Altshul et al.. Methods m Enzvmology 266:460- 
[..S; 480 (1996)). Those comparisons resulting in a BLAST score of 70 (or in some cases 90) or greater that did not 
' iii-' encode known proteins were clustered and assembled into a consensus DNA sequence with the program "phrap" 
K-, (Phil Green, University of Washington, Seattle, Washington). One or more of the ESTs was derived from RNA 
i isolated from tumor tissue removed from the penis of a male with squamous cell carcinoma. The consensus 

; ^ sequence obtamed therefrom is herein designated DNA56257. 

r;!f In light of the sequence homology between the DNA56257 sequence and an EST sequence contained 

withm Incyte EST no. 1450878, the EST clone 1450878 was purchased and the cDNA insert was obtamed and 
sequenced in its enturety. The sequence of this cDNA insert is shown in Figure 57 and is herein designated as 

25 ''DNA62808-1582''. 

The full lengdi clone shown in Figure 57 contained a single open reading frame with an apparent 
translational initiation site at nucleotide positions 112 to 114 and ending at the stop codon found at nucleotide 
positions 1315 to 1317 (Figure 57; SEQ ID NO:99). The predicted polypeptide precursor (Figure 58, SEQ ID 
NO: 100) is 401 amino acids long. Other features of the PRO 1326 protein include: a signal sequence at about 

30 amino acids 1-29; a ribosomal protein S3Ae homologous region at about amino acids 129-166; and potential 
N-glycosylation sites at about amino acids 109-1 12, 144-147 and 398-401 . PR01326 has a calculated molecular 
weight of approximately 45,333 daltons and an estimated pl of approximately 4.95. Clone DNA62808-1582 was 
deposited with the ATCC on October 20, 1998 and is assigned ATCC deposit no. 203358. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 

35 alignment analysis of the full-length sequence shown in Figure 58 (SEQ ID NO: 100), revealed some homology 
between the PR01326 amino acid sequence and the following Dayhoff sequences: AC004O13_l, 
HR0MHCEMB_1, CEF47A4_2, A45592, MYSP_HUMAN, NFU43192_1, ONGMBWMZ_l. CELC25A11_2, 
CELC25Ail_l, andA42184. 
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EXAMPLE 33 : Isolation of cDNA clones Encoding Human PR01249 

Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 
cluster sequence from the Incyte database, designated Incyte EST cluster no. 122605. This EST cluster sequence 
was then compared to a variety of expressed sequence tag (EST) databases which included public EST databases 
(e.g., GenBank) and a proprietary EST DNA database (Lifeseq®, Incyte Pharmaceuticals, Palo Alto, CA) to 
5 identify existing homologies. The homology search was performed using the computer program BLAST or 
BLAST2 (Altshul at al.. Methods in Enzvmology 266:460-480 (1996)). Those comparisons resultmg in a 
BLAST score of 70 (or in some cases 90) or greater that did not encode known proteins were clustered and 
assembled into a consensus DNA sequence with the program "phrap" (Phil C5reen, University of Washington, 
Seattle, Washington). The consensus sequence obtained therefrom is herein designated DNA56060. 
10 In light of the sequence homology between the DNA56060 sequence and an EST sequence contained 

wifliin the Incyte EST clone no. 2630770, the Incyte EST clone no. 2630770 was purchased and the cDNA insert 
was obtained and sequenced. The sequence of this cDNA insert is shown in Figure 59 and is herein designated 
i ^^- as DNA62809-1531. 

]S Clone DNA62809-1531 contains a single open reading frame with an apparent translational initiation 

|.;il5 site at nucleotide positions 3-5 and ending at the stop codon at nucleotide positions 3270-3272 (Figure 59). The 
^ j,! predicted polypeptide precursor is 1089 amino acids long (Figure 60). The full-length PR01249 protein shown 

in Figure 60 has an estimated molecular weight of about 1 18,699 daltons and a pi of about 8.49. Analysis of 

the full-length PRO 1249 sequence shown in Figure 60 (SEQ ID NO: 102) evidences the presence of the 
r ,s, following: a signal peptide from about amino acid 1 to about amino acid 16, transmembrane domains from about 
l1^0 amino acid position 317 to about amino acid position 341, from about amino acid position 451 to about amino 

acid position 470, from about amino acid position 48 1 to about amino acid position 500, from about amino acid 
| position 510 to about amino acid position 527, from about amino acid position 538 to about amino acid position 

- 555, from about amino acid position 83 1 to about amino acid position 850, from about amino acid position 1016 

to about amino acid position 1034 and from about amino acid position 1052 to about amino acid position 1070, 
25 a leucine zipper pattern sequence from about amino acid 843 to about amino acid 864 and potential N- 

glycosylations sites from about amino acid 37 to about amino acid 40 and from about amino acid 268 to about 

amino acid 271. Clone DNA62809-1531 has been deposited with ATCC on September 9, 1998 and is assigned 

ATCC deposit no. 203237. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
30 alignment analysis of the full-length sequence shown m Figure 60 (SEQ ID NO: 102), evidenced significant 

homology between the PRO 1249 amino acid sequence and the following Dayhoff sequences: AC004472_3, 

AB004539_7, S64782, S62432, YJG2_YEAST, CELC27A12_8, YKQ5_YEAST, AB009505_3, SPBC24E9_8 

and AF060218_4. 

35 EXAMPLE 34 : Isolation of cDNA clones Encodmg Human PR01315 

A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 
in Example 1 above. This consensus sequence is herein designated DNA35925. Based on the DNA35925 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PGR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the lull-length coding sequence for 
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PR01315. 

PCR primers (forward and reverse) were synthesized: 
forward PCR primer GSQlS.fP 5'-CGCTGCTGCTGTTGCTCCTGG-3' (SEQ ID NO:105) 
forward PCR primer (35925.m 5'-CAGTGTGCCAGGACTTTG-3' (SEQ ID NO: 106) 
forward PCR primer (35925. fB) 5'-AGTCGCAGGCAGCGTTGG-3' (SEQ ED NO: 107) 
5 reverse PCR primer ('35925.rn 5'-CTCCTCCGAGTCTGTGTGCTCCTGC-3' (SEQ ID NO: 108) 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA35925 
sequence which had flie following nucleotide sequence 
hybridization probe (35925.pl) 

5'-GGACGGGCAGTTCCCTGTGTCTCTGGTGGTTTGCCTAAACCTGCAAACATC-3' (SEQ ID NO:109) 
10 In order to screen several libraries for a source of a iull-length clone, DNA from the libraries was 

screenedby PCR amplification wifli the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR01315 gene usii^ the probe oligonucleotide and one of the PCR primers. RNA 
fiilr for construction of the cDNA libraries was isolated from human retina tissue. 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
j .sJS PROI315 (designated herein as DNA62815-1576 [Figure 61, SEQ ID NO:103]; and the derived protein 
1^5 sequence for PR013 15. 

The entire nucleotide sequence of DNA62815-1576 is shown in Figure 61 (SEQ ID NO: 103). Clone 
Miii DNA62815-1576 contains a single open reading frame with an apparent translational initiation site at nucleotide 
j J positions 121-123 and ending at the stop codon at nucleotide positions 1447-1449 (Figure 61). The predicted 
rr,20 polypeptide precursor is 442 amino acids long (Figure 62). The ftill-iength PR01315 protein shown in Figure 
j;;'^' 62 has an estimated molecular weight of about 49,932 daltons and apl of about 4.55. Analysis of the full-length 
; PR01315 sequence shown in Figure 62 (SEQ ID NO:104) evidences the presence of the following: a signal 
peptide from about amino acid 1 to about amino acid 28, a transmembrane domain from about amino acid 140 
to about amino acid 163 and potential N-glycosylation sites from about amino acid 71 to about amino acid 74, 
25 from about amino acid 80 to about aimno acid 83 , from about amino acid 89 to about amino acid 92, from about 
amino acid 204 to about amino acid 207 and from about amino acid 423 to about amino acid 426. Clone 
DNA62815-1576 has been deposited with ATCC on September 9, 1998 and is assigned ATCC deposit no. 
203247. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
30 alignment analysis of the full-length sequence shown in Figure 62 (SEQ ID NO: 104), evidenced significant 
homology between the PR01315 amino acid sequence and the following Dayhoff sequences: MMU53696_1, 
NVY08571_2, B64560, STMSLPE_1, P_R80508, P_W19258, A55817, GEN14043, AE000768_7 and 
RNMUCASGP5_lpSMC. 

35 EXAMPLE 35 : Isolation of cDNA clones Encoding Human PR01599 

Incyte EST no. 1491360 was idexitified as a sequence of ititerest using the techniques described in 
Example 1 above having a BLAST score of 70 or greater that does not encode a known protem. The nucleotide 
sequence of EST no. 1491360 and its conq>lementary sequence is designated herein "DNA37192". Based on 
the DNA37192 sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that 
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contained the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence 
for PR01599. 

PGR primers (forward and reverse) were synthesized: 
forward PGR primer : GAGGTGTGGAAGAGCTGGTGGAAG (37192.fl; SEQ ID NO: 112) 
reverse PGR primer : CGAGAAGGAAACGAGGCCGTGAG (37192.rl; SEQ ID NO: 113) 
5 Additionally, a synflietic oligonucleotide hybridization probe was constructed from the consensus 

DNA37192 sequence which had flie following nucleotide sequence: 

hvbridization probe : TGACACTTACCATGCTCTGCACCCGCAGTGGGGACAGCCACAGA (SEQ ID 
NO:114). 

la order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
10 screened by PGR amplification with the PGR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR01599 gene using the probe oligonucleotide and one of the PGR primers. RNA 
for construction of the cDNA libraries was isolated from human fetal liver tissue. 
I DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 

|-;[ PR01599 (designated herein as DNA62845-1684 [Figure 63, SEQ ID NO:110]; and the derived protein 
jyiS sequence for PRO 1599. 

•' ;} The entire coding sequence of PR01599 is shown in Figure 63 (SEQ ID N0:1 10). Clone DNA62845- 

^"5^4 contains a single open reading frame with an apparent translational initiation site at nucleotide positions 
^ii;!^ 69-71 and an apparent stop codon at nucleotide positions 918-920. The predicted polypeptide precursor is 283 
. amiQO acids long. The ftill-length PR01599 protein shown in Figure 64 has an estimated molecular weight of 
;f|20 about 30,350 daltons and a pi of about 9.66. Additional features of PR01599 mclude: a signal peptide at about 
amino acids 1-30; potential N-glycosylation sites at about amino acids 129-132 and 189-192; a potential cAMP 
ffH and cGMP-dependent protein kinase phosphorylation site at about amino acids 263-266; potential N- 
nryristoylation sites at about amino acids 28-33, 55-60, 174-179, and 236-241 ; apotential amidation site at about 
amino acids 144-147; and a serine protease, trypsin family, histidine active site at about amino acids 70-75. 
25 An analysis of flie Dayhoff database (version 35.45 SwissProt 35), usmg a WU-BLAST2 sequence 

alignment analysis of the full-length sequence shown m Figure 64 (SEQ ID NO: 111), revealed significant 
homology between the PR01599 amino acid sequence and the followmg Dayhoff sequence: CFAD PIG. 
Homology was also found between the PRO 1599 amino acids sequence and the following additional Dayhoff 
sequences. CFAD HUMAN; P_R05421; P_R55757; P_R05772; GRAM_HUMAN; MUSLMET l; P_P80335; 
30 P_R55758; A42048_l ; and P_W05383 . 

Clone DNA62845-1684 was deposited with the ATCC on October 20, 1998 and is assigned ATCC 
deposit no. 203361. 

EXAMPLE 36 : Isolation of cDNA clones Encoding Human PRQ143Q 
35 A DNA sequence designated herem as DNA49433 was obtained as described in Exanqjle 1 above. 

Merck EST no. T49469, which was identified as being an EST of mterest from the assembly, was purchased 
and the cDNA insert was obtained and sequenced in entirety. 

DNA sequencing of the clone as described above gave the ftill-length DNA sequence for PRO1430, 
which is designated herein as "DNA64842-1632" (SEQ ID NO: 115), and the derived protein sequence for 
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PRO1430 (SEQ ID NO: 116). Clone DNA64842-1632 contains a single open reading frame with an apparent 
translational initiation site at nucleotide positions 82-84, and an apparent stop codon at nucleotide positions 1075- 
1077. The full-lengfli PRO1430 protein shown in Figure 66 has an estimated molecular weight of about 35,932 
daltons and a pi of about 8 .45 . The predicted polypeptide precursor is 33 1 amino acids long . Additional features 
include a signal peptide at about amino acids 1-17; apotential N-glycosylation site at about amino acids 171-174, 
5 and regions of homology with short chain alcohol dehydrogenase family proteins at about amino acids 29-51, 
116-126, 180-217, and 222-230. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 66 (SEQ ID NO: 116), revealed significant 
homology between the PRO1430 amino acid sequence and Dayhoff sequence no. P_W03198. Homology was 
10 also foimd between the PRO1430 amino acid sequence and the followiag Dayhoff sequences: MTV030_10, 
MTV037_2, A40116_l, S42651, CEC15H11_6, SPCC736_13, SCU43704_1, S19842, OXIR_STRAT, and 
OXmSTRLI. 

Clone DNA64842-1632 has been deposited with ATCC and is assigned ATCC deposit no. 203278. 

iiX5 EXAMPLE 37 : Isolation of cDNA clon^ Encoding Human PR01374 

A consensus DNA sequence encoding PRO 1374 was assembled relative to other EST sequences using 
li;:; phrap as described in Example 1 above. This consensus sequence is designated herein "DNA47357". Based 
'is? on the DNA47357 consensus sequence, oligonucleotides were synthesized: 1) to identify by PGR a cDNA library 
ii, that contained the sequence of interest, and 2) for iise as probes to isolate a clone of the full-length coding 
1*120 sequence fox PR01374. 

p ., PCR primers (forward and reverse) were synthesized: 

1; "i forward PCR Primer 5' CGGGACAGGAGACCCAGAAAGGG3' (SEQ ID NO:119) and; 
reverse PCR primer 5'GGCCAAGTGATCCAAGGCATCTTC3' rSEO TP NO:12nV 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus 
25 DNA47357 sequence which had the following nucleotide sequence: 

hybridization probe 5'CTGCGGGACCTGACTAGATTCTACGACAAGGTACTTTCTTTGCATGGGG3' (SEQ 
ID NO:121). 

In order to screen several libraries for a source of a full-lengdi clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
30 isolate clones encoding the PRO 1374 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from a human adenocarcinoma cell line. 

DNA sequencing of the clones isolated as described above gave the ftill-length DNA sequence for 
PR01374 and the derived protein sequence for PR01374. 

The entire coding sequence of PR01374 is shown in Figure 67 (SEQ ID NO: 117). Clone DNA64849- 
35 1604 contains a single open reading frame with an ^parent translational initiation site at nucleotide positions 
20-22 and an apparent stop codon at nucleotide positions 1653-1655 of SEQ ID NO: 117. The predicted 
polypeptide precursor is 544 amino acids long. The approximate locations of the signal peptide, N-glycosylation 
sites, leucine zipper patterns, and ribonucleotide reductase small subunit signature are indicated in Figure 68. 
Clone DNA64849-1604 has been deposited with the ATCC and is assigned ATCC deposit no. 203468 . The fuU- 
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length PR01374 protein shown in Figure 68 has an estimated molecular weight of about 61 , 126 daltons and a 
pi of about 6.4. 

An analysis of tbe Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown m Figure 68 (SEQ ID NO: 118), revealed sequence identity 
between the PR01374 amino acid sequence and the followmg Dayhoff sequences: CEF35G2_4, P_W37046, 
5 S44204, CET28D6_1, CET20B3_6, CELC14E2_3, CUAL_CHICK, ATM7J2_3, S74997andHIVH5994R8_l. 

EXAMPLE 38 : Isolation of cDNA clones Encoding Human PR01311 

A cDNA sequence isolated in the amylase screen described in Exan^le 2 above is herein designated 
DNA37721. The DNA37721 sequence was then compared to a variety of expressed sequence tag (EST) 
10 databases which included pubUc EST databases (e.g., GenBank) and proprietary EST DNA databases 
(LIFESEQ™, Incyte Pharmaceuticals, Palo Alto, CA; Genentech, SoufliSanFranscisco, CA) to identify existing 
homologies. The homology search was performed using the coniputer program BLAST or BLAST2 (Altshul 
et al. . Methods in Enzvmolopy 2fifi;4fin-4«n n QQffl) Those con^)arisons resulting in a BLAST score of 70 (or 
in some cases 90) or greater that did not encode known proteins were clustered and assembled into consensus 
DNA sequences wifli the program "phrap" (Phil Green, University of Washington, Seattle, Washington). The 
consensus sequence obtained therefrom is herein designated "DNA48616". Based on the DNA48616 sequence, 
r^; oligonucleotide probes were generated and used to screen a human aortic endothelial cell library prepared as 
!p described in paragraph! of Example 2 above. The ck)ning vector was pRK5B(pRK5B is a precursor of pRK5D 
Lii. ^ contain the Sfil site; see, Hohnes et al., Science . 253:1278-1280 (1991)), and the cDNA size cut 

ilpO was less than 2800 bp. 

J'^' PGR primers (forward and reverse) were synthesized: 

; forward PGR primer f48616.fl^ 5'-ATCATCTATTCCACCGTGTTCTGGC-3' (SEQ ID NO: 124) 

reverse PGR primer f48616.rn 5'-GACAGAGTGCTCCATGATGATGTCC-3' (SEQ ID NO: 125) 

25 Additionally, a synthetic oligonucleotide hybridization probe was constructed from the DNA48616 sequence 
which had the following nucleotide sequence: 
hybridization probe (48616.01) 

5'-CCTGTCTGTGGGCATGTATGCAGAGGTTGAGCGGGAGAAATATAAAACGG-3' (SEQ ID NO: 126) 
In order to screen several libraries for a source of a full-length clone, DNA fh)m the libraries was 
30 screened by PGR amplification with the PGR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR0131 1 gene using the probe oligonucleotide and one of the PGR primers. 

A full length clone was identified that contained a single open reading frame with an apparent 
translational initiation site at nucleotide positions 195-197, and a stop signal at nucleotide positions 1077-1079 
(Figure 69; SEQ ID NO: 122). The predicted polypeptide precursor is 294 amino acids long has a calculated 
35 molecular weight of approximately 33,21 1 daltons and an estimated pl of approximately 5.35 Additional features 
include: a signal sequence at about amino acids 1-44; possible transmembrane domams at about amino acids 22- 
42, 57-85, 94-116, and 230-257; potential N-glycosylation sites at about ammo acids 118-121, 1899-192, and 
230-233; potential tyrosine kinase phosphorylation sites at about ammo acids 3-11 and 129-136; potential N- 
myristoylation sites at about ammo acids 80-85, 109-114, 180-185, 218-223, 248-253, 276-281, 285-290, and 
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287-292; and a cell attachment sequence at about amino acids 3-5. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the fiill-length sequence shown in Figure 70 (SEQ ID NO: 123), evidenced some homology 
between the PR01311 amino acid sequence and the following Dayhoff sequences: AF065389_1, AF053455_1, 
CD63_HUMAN, A15_HUMAN, AF043906_1, C151_HUMAN, AF053453_1, AF054838_1, P_R91446, and 
5 CD82_HUMAN. 

Clone DNA64863-1573 was deposited with the ATCC on September 9, 1998, and is assigned ATCC 
dqwsitno. 203251. 

EXAMPLE 39 ; Isolation of cDNA clones Encoding Human PR01357 

10 Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 

cluster sequence from the Incyte database, designated Incyte EST cluster sequence no. 69537. This EST cluster 
sequence was then compared to a variety of expressed sequence tag (EST) databases which included public EST 
databases (e.g., GenBank) and a proprietary EST DNA database (Lifeseq®, Mcyte Pharmaceuticals, Palo Alto, 
C A) to identify existing homologies . The homology search was performed using the computer program BLAST 

15 or BLAST2 (Altshul et al.. Methods in Enzvmoloev 266:460-480 (1996)). Those conaparisons resulting in a 
BLAST score of 70 (or in some cases 90) or greater that did not encode known proteins were clustered and 
assembled into a consensus DNA sequence with the program "phrap" (Phil Green, University of Washington, 

! Seattle, Washington). The consensus sequence obtained therefrom is herein designated DNA56034. 

In light of the sequence homology between the DNA56034 sequence and an EST sequence contained 

20 withm the Incyte EST clone no. 936239, the Incyte EST clone no. 936239 was purchased and the cDNA insert 
was obtained and sequenced. The sequence of this cDNA insert is shown in Figure 71 and is herein designated 
as DNA64881-1602. 

Clone DNA64881-1602 contains a single open reading frame wifli an apparent translational initiation 
25 site at nucleotide positions 74-76 and ending at die stop codon at nucleotide positions 1526-1528 (Figure 71). 
The predicted polypq)tide precursor is 484 amino acids long (Figure 72). The fidl-length PR01357 protein 
shown in Figure 72 has an estimated molecular weight of about 52,468 daltons and a pi of about 7. 14. Analysis 
of the full-length PR01357 sequence shown in Figure 72 (SEQ ID NO: 128) evidences the presence of the 
following: a signal peptide from about amino acid 1 to about amino acid 21 , potential N-glycosylation sites from 
30 about amino acid 48 to about amiuo acid 5 1 , from about amino acid 264 to about amino acid 267 and from about 
amino acid 401 to about amino acid 404, a glycosaminoglycan attachment site from about amino acid 412 to 
about ammo acid 415 and an amino acid sequence block having homology to the LBP/BPI/CETP family of 
proteins from about amino acid 407 to about amino acid 457. Clone DNA64881-1602 has been deposited with 
ATCC on September 9, 1998 and is assigned ATCC deposit no. 203240. 
35 An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 

alignment analysis of the fidl-length sequence shown ia Figure 72 (SEQ ID NO: 128), evidenced significant 
homology between the PR01357 amino acid sequence and the following Dayhoff sequences: MMU46068_1, 
S17447, MMU1_1, BPI_RABIT, P_W16808, P_R21844, PSP_MOUSE, HSLBPEX1_1 and BTU79413_1 . 
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EXAMPLE 40 : Isolation of cDNA clones Encoding Human PR01244 

Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 
cluster sequence from die LIFESEQ® database, designated cluster no . 7874 . This EST cluster sequence was then 
compared to a variety of expressed sequence tag (EST) databases which included public EST databases (e.g., 
GenBank) and a proprietary EST DNA databases (LIFESEQ®, Incyte Pharmaceuticals, Palo Alto, CA; 
5 Genentech, South San Francisco, CA) to identify existing homologies. One or more of the ESTs was derived 
from a library constructed from tissue of the corpus cavemosum. The homology search was performed usmg 
the computer program BLAST or BLAST2 (Altshul et al. , Methods in Enzvmology 266:460-480 (1996)) . Those 
comparisons resulting in a BLAST score of 70 (or in some cases 90) or greater that did not encode known 
proteins were clustered and assembled into a consensus DNA sequence with the program "phrap" (Phil Green, 
10 University of Washington, Seattle, Washington). The consensus sequence obtained therefrom is herein 
designated "DNA56011''. 

In light of the sequence homology between the DNA56011 sequence and an EST sequence contained 
within Incyte EST No. 3202349, the EST clone no. 3202349 was purchased and the cDNA insert was obtained 
and sequenced. The sequence of this cDNA insert is shown in Figure 73 (SEQ ID NO:129) and is herein 
lylS designated "DNA64883-1526''. 

"•' I The full length clone shown in Figure 73 contained a single open reading frame with an apparent 

ri.5 j translational initiation site at nucleotide positions 9-11 and ending at the stop codon found at nucleotide positions 
1014-1016 (Figure 73; SEQ ID NO: 129). The predicted polypeptide precursor (Figure 74, SEQ ID NO: 130) 
, is 335 amino acids long. PR01244 has a calculated molecular weight of approximately 38,037 daltons and an 
i?|jEO estimated pl of approximately 9.87. Other features include a signal peptide at about amino acids 1-29; 

transmembrane domains at about amino acids 183-205, 217-237, 271-287, and 301-321; potential N- 
i; ' i glycosylation sites at about amino acids 71-74, and 215-218; and a cell attachment sequence at about amino acids 
i^''' 150-152. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
25 alignment analysis of the full-length sequence shown in Figure 74 (SEQ ID NO: 130), revealed homology 
between the PR01244 amino acid sequence and the following Dayhoff sequences: AF008554_1, P_485334, 
G02297, HUMN33S1 11, HUMN33S10_1, Y013_CAEEL, GEN13255, S49758, E70107, andERP5_MEDSA. 

Clone DNA64883-1526 was dq)osited with the ATCC on September 9, 1998, and is assigned ATCC 
deposit no. 203253. 

30 

EXAMPLE 41 : Isolation of cDNA clones Encoding Human PRO 1246 

Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 
cluster sequence from the Incyte database, designated Incyte EST cluster sequence no. 56853. Th^ EST cluster 
sequence was then compared to a variety of expressed sequence tag (EST) databases which included public EST 
35 databases (e.g., GenBank) and a proprietary EST DNA database (Lifeseq®, Incyte Pharmaceuticals, Palo Alto, 
CA) to identify existing homologies . The homology search was performed using the conq)uter program BLAST 
or BLAST2 (Altshul et al.. Methods in Enzvmoloav 266:460-480 (1996)). Those comparisons resulting in a 
BLAST score of 70 (or in some cases 90) or greater that did not encode known proteins were clustered and 
assembled into a consensus DNA sequence with the program "phrs^)" (Phil Green, University of Washington, 
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Seattle, Washington). The consensus sequence obtained therefrom is herein designated DNA56021. 

In light of the sequence homology between the DNA56021 sequence and an EST sequence contained 
within the Incyte EST clone no. 2481345, the Incyte EST clone no. 2481345 was purchased and the cDNA insert 
was obtained and sequenced. The sequence of this cDNA insert is shown in Figure 75 and is herein designated 
as DNA64885-1529. 

5 Clone DNA64885-1529 contains a single open reading frame with an apparent translational initiation 

site at nucleotide positions 119-121 and ending at the stop codon at nucleotide positions 1727-1729 (Figure 75). 
The predicted polypeptide precursor is 536 amino acids long (Figure 76). The fijll-length PR01246 protein 
shown in Figure 76 has an estimated molecular weight of about 61 ,450 daltons and a pi of about 9. 17. Analysis 
of the full-length PR01246 sequence shown in Figure 76 (SEQ ID NO: 132) evidences the presence of flie 
10 following: a signal peptide from about amino acid 1 to about anaino acid 15, potential N-gJycosylation sites from 
about amino acid 108 to about amino acid 111, from about amino acid 166 to about amino acid 169, from about 
amino acid 193 to about amino acid 196, from about amino acid 262 to about amino acid 265, from about amino 
acid 375 to about amino acid 378, from about amino acid 413 to about amino acid 416 and from about amino 
^v;- acid 498 to about amino acid 501 and amino acid sequence blocks having homology to sulfatase proteins from 
|.,5:15 about amino acid 286 to about amino acid 315, from about amino acid 359 to about amino acid 369 and from 
] ■ I about amino acid 78 to about amino acid 97. Clone DNA64885-1529 has been deposited with ATCC on 
■ November 3, 1998 and is assigned ATCC deposit no. 203457. 

Htf An analj^sis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 

j^ . alignment analysis of the ftill-length sequence shown in Figure 76 (SEQ ID NO: 132), evidenced significant 
risEO homology between the PR01246 amino acid sequence and the following Dayhoff sequences: P_R51355, 
j'J^ CELK09C4_1, BCU44852^1, IDS_HUMAN, G65169, E64903, ARSAJIUMAN, GL6S_HUMAN, 
j; Ji HSARSF1_1 and GEN12648. 

EXAMPLE 42 : Isolation of cDNA clones Encoding Human PR01356 

25 Use of the signal sequence algoriftm described in Example 3 above allowed identification of an EST 

cluster sequence from the Incyte database, designated Incyte EST cluster sequence no. 44725. This EST cluster 
sequence was then compared to a variety of expressed sequence tag (EST) databases which included public EST 
databases (e.g., GenBank) and a proprietary EST DNA database (Lifeseq®, Incyte Pharmaceuticals, Palo Alto, 
CA) to identify existing homologies. The homology search was performed using the computer program BLAST 

30 or BLAST2 (Altshul et al.. Methods in Enzymology 266:460-480 (1996)). Those comparisons resulting in a 
BLAST score of 70 (or in some cases 90) or greater that did not encode known proteins were clustered and 
assembled into a consensus DNA sequence with the program "phrap" (Phil Green, University of Washington, 
Seattle, Washington). The consensus sequence obtained therefrom is herein designated DNA56023. 

Iq light of the sequence homology between the DNA56023 sequence and an EST sequence contained 

35 within the Incyte EST clone no. 4071746, the Incyte EST clone no. 4071746 was purchased and the cDNA insert 
was obtained and sequenced. The sequence of this cDNA insert is shown in Figure 77 and is herein designated 
asDNA64886-1601, 

Clone DNA64886-1601 contains a smgle qpen reading frame with an apparent translational initiation 
site at nucleotide positions 122-124 and ending at flie stop codon at nucleotide positions 812-814 (Figure 77). 
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The predicted polypeptide precursor is 230 amino acids long (Figure 78). The full-length PR01356 protein 
shown in Figure 78 has an estimated molecular weight of about 24, 549 daltons and a pi of about 8.56. Analysis 
of the full-length PR01356 sequence shown in Figure 78 (SEQ ID NO: 134) evidences the presence of the 
following: a signal peptide from about amino acid 1 to about amino acid 24, transmembrane domains from about 
amino acid 82 to about amino acid 102, from about amino acid 117 to about amino acid 140 and from about 
5 amino acid 163 to about amino acid 182, a potential N-glycosylation site from about amino acid 190 to about 
amino acid 193 and an amino acid sequence block having homology to the PMP-22/EMP/MP20 family of 
proteins from about amino acid 46 to about amino acid 59. Clone DNA64886-1601 has been deposited with 
ATCC on September 9, 1998 and is assigned ATCC deposit no. 203241. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
10 alignment analysis of the fidl-length sequence shown in Figure 78 (SEQ ID NO: 134), evidenced significant 
homology between the PR01356 anMno acid sequence and the following Dayhoff sequences: AB0(X)14_1, 
AB000712_1, A39484, AF00G959_1, AF035814_1, HSU89916_1, MMU19582_1, P_R30059, HUAC004125_1 
I a and PM22JiAT. 

fa45 EXAMPLE 43 : Isolation of cDNA clones Encoding Human PRQ1275 

A novel secreted molecule, designated herein as DNA57700, was used to BLAST against Incyte's 
i-:^. (LIFESEQ®, Inc5rte Pharmaceuticals, Palo Alto, CA) proprietary database and Genbank's public database. 

Positive clones were identified and used to generate assembly files by seqext program. The search was 
J , performed using the computer program BLAST or BLAST2 [Altschul et al. , Methods in Enzvmology. 266:460- 
n,SO 480 (1996)] as a comparison of the ECD protein sequences to a 6 frame translation of the EST sequences. Those 
I comparisons resulting in a BLAST score of 70 (or in some cases, 90) or greater that did not encode known 
i *i proteins were clustered and assembled into consensus DNA sequences with the program "phr^" (Phil Green, 
1 University of Washington, Seattie, Washington). 

A consensus DNA sequence was assembled relative to other EST sequences using repeated cycles of 
25 BLAST and phrap. This consensus sequence is designated herein "DNA59572". 

Based on the DNA59572 consensus sequence and its relation to sequences identified in the assembly, 
one of the clones (Incyte clone 2026581) including one of the sequences in the assembly was purchased and 
sequenced. Incyte clone 202658 1 came from a library constructed of RNA from epidermal breast keratinocytes . 
The entire coding sequence of PR01275 is shown in Figure 79 (SEQ ID NO: 135). Clone DNA64888- 
30 1542 contains a single open reading frame with an apparent translational initiation site at nucleotide positions 
37-39 and an apparent stop codon at nucleotide positions 394-396 of SEQ ID NO: 135. The predicted 
polypeptide precursor is 119 amino acids long. The signal peptide is at about amino acids 1-25 of SEQ ID 
NO: 136. Qone DNA64888-1542 has been deposited with ATCC and is assigned ATCC deposit no. 203249. 
The fuU-length PR01275 protein shown in Figure 79 has an estimated molecular weight of about 13,248 daltons 
35 and a pl of about 7.78. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 80 (SEQ ID NO: 136), revealed sequence identity 
between the PR01275 amino acid sequence and the following Dayhoff sequences (information from database 
incorporated herein): B48151 (Mst98Cb), D86424_l (hi^-sulfijr keratin protein), P_R79964 (connective tissue 



growth factor), CHRD_RAT (chordin), MT_DREPO (metaUofliionein), PL05_PLETR (plectoxins), P_R25156 
ag antigen), S73732_l (VLDP), AF025440_1 (OIP4) and P_R32757 aGF-II). 

EXAMPLE 44 : Isolation of cDNA clones Encoding Human PR01274 

A novel secreted molecule, designated herein as DNA57700, was used to blast against Incyte's 
5 (LBFESEQ®, Incyte Pharmaceuticals, Palo Alto, CA) proprietary database and Genbank's public database. 
Positive clones were identified and used to generate assembly files by seqext program. The search was 
performed using the computer program BLAST or BLAST2 [Altschul et al. , Methods in Enzymology . 266:460- 
480 (1996)] as a comparison of the ECD protein sequences to a 6 frame translation of the EST sequences. Those 
comparisons resulting in a BLAST score of 70 (or in some cases, 90) or greater that did m)t encode known 
10 proteins were clustered and assembled into consensus DNA sequences with the program "phrap" (Phil Green, 
University of Washington, Seattle, Washington). 

A consensus DNA sequence was assembled relative to other EST sequences using repeated cycles of 
h BLAST and phrap. This consensus sequence is designated herein "DNA59573''. 

Based on the DNA59573 consensus sequence and its relation to sequences identified in the assembly, 
one of the clones (Incyte clone 2623992) including one of the sequences in the assembly was purchased and 
? h sequenced. Incyte clone 2623992 came from a library constructed of RNA from epidermal breast keratinocytes. 
i The entire coding sequence of PR01274 is shown in Figure 8 1 (SEQ ID NO: 137). Clone DNA64889- 

mI? 1541 contains a single open reading frame with an apparent translational initiation site at nucleotide positions 
j , 24-26, and an apparent stop codon at nucleotide positions 354-356 of SEQ ID NO: 137. The predicted 
r|i20 polypeptide precursor is 110 amino acids long. The signal peptide is at about 1-24 of SEQ ID NO: 138. 
j Conserved regions in the insulin family of proteins and an N-glycosylation site are indicated in Figure 82. Clone 
DNA64889-1541 has been deposited with ATCC and is assigned ATCC deposit no. 203250. The fuU-length 
I' PR01274 protein shown in Figure 82 has an estimated molecular weight of about 12,363 daltons and a pl of 
about 8.31. 

25 An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 

alignment analysis of the fidl-iengfli sequence shown in Figure 82 (SEQ ID NO: 138), revealed sequence identity 
between the PR01274 amino acid sequence and the following Dayhoff sequences (information from database 
incorporated herein): CEW05B2_9, AF016922_1 (insulin-like growdi factor 1), B48151, A53640, 
BTIGF2REC_1 (insulin-like growth factor 2), HSNF1GEN12_1, TXA3_RADMA (neurotoxin 3), 

30 CXMl_CONGE, P_P61301, TXA4_RADMA (neurotoxin 4). 

EXAMPLE 45 : Isolation of cDNA clones Encoding Human PR01412 

Use of the signal sequence algoriflim described in Example 3 above allowed identification of an EST 
cluster sequence from the LIFESEQ® database, designated Incyte Ouster No. 101368 , also referred herein as 
35 ''DNA10643". This EST cluster sequence was then compared to a variety of e3q)ressed sequence tag (EST) 
databases which included public EST databases (e.g., GenBank) and a proprietary EST DNA database 
(LIFESEQ®, Incyte Hiarmaceuticals, Palo Alto, CA) to identify existing homologies. The homology search was 
performed using the computer program BLAST or BLAST2 (Altshul et al.. Methods in Enzymology 266:460- 
480 (1996)). Those coinparisons resulting in a BLAST score of 70 (or in some cases 90) or greater that did not 
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encode known proteins were clustered and assembled into a consensus DNA sequence with the program "phrap" 
(Phil Green, University of Washington, Seattle, Washington). One or more of the ESTs was derived from RNA 
isolated from fibroblasts of the prostate stroma removed from a male fetus. The consensus sequence obtained 
therefrom is herein designated ''DNA58754". 

In light of the sequence homology between the DNA58754 sequence and an EST sequence contained 
5 within EST no. 3597385, the EST clone 3597385 was purchased and the cDNA insert was obtained and 
sequenced in its entirety. The sequence of this cDNA insert is shown in Figure 83 and is herein designated as 
"DNA64897-1628''. 

The full length clone shown in Figure 83 contained a single open reading frame with an apparent 
translational initiation site at nucleotide positions 142 to 144 and ending at the stop codon found at nucleotide 
10 positions 1075 to 1077 (Figure 83; SEQ ID NO: 139). The predicted polypeptide precursor (Figure 84, SEQ 
IDNO:140)is311 amino acids long. Other features of the PR01412proteininclude: a signal sequence at about 
amino acids 1-28; a transtnembrane domain at about amino acids 190-216; potential N-glycosylation sites at 
f air about amino acids 49-52, 91-94, 108-111, 128-131, 135-138 and 190-193; a tyrosine kinase phosphorylation 
site at about amino acids 62-69; and a lysosome-associated membrane glycoprotein duplicated domain at about 
\iil5 amino acids 183-224. PR01412 has a calculated molecular weight of approximately 33,908 daltons and an 

J jJ J estimated pi of approximately 6.87. Clone DNA64897-1628 was deposited with the ATCC on September 15, 

lit 

i, 1998, and is assigned ATCC dq)osit no. 203216. 

S . An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 

1120 alignment analysis of the full-length sequence shown in Figure 84 (SEQ ID NO: 140), revealed some homology 

! " between flie PR01412 amino acid sequence and the following Dayhofif sequences: 150116, AF035963_1, 
NCA2JIAT, 161783, PJW07682, MMHC135G15_3, S21461, MMIGL2_1, ONHIGMV9A_l and 

i'^^ MMU70448_1. 

25 EXAMPLE 46 : Isolation of cDNA clones Encoding Human PR01557 

Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 
sequence from the Genentech database, designated "DNA58763. This EST sequence was then compared to a 
variety of expressed sequence tag (EST) databases, which included the EST databases listed above, to identify 
existing homologies. The homology search was performed using the computer program BLAST or BLAST2 

30 (Altshul et al. , Methods in Enzymologv 266 :460^80 (1996)). Those comparisons resulting in a BLAST score 
of 70 (or in some cases 90) or greater that did not encode known proteins were clustered and assembled into a 
consensus DNA sequence with the program "phrap" (Phil Green, University of Washington, Seattle, 
Washington). The consensus sequence obtained from the assembly is herein designated "DNA58763". 

In light of the sequence homology between the DNA58763 sequence and an EST seqamce contained 

35 withm the EST no.2267403, EST no. 2267403 was purchased and the cDNA msert was obtained and sequenced. 
The sequence of this cDNA insert is shown in Figure 85 and is herein designated as DNA64902-1667. 

The full length clone shown in Figure 85 contained a single open reading firame with an apparent 
translational initiation site at nucleotide positions 287 to 289 and ending at the stop codon found at nucleotide 
positions 1640 to 1642 (Figure 85; SEQ ID NO: 141). The predicted polypeptide precursor (Figure 86, SEQ 
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ID NO: 142) is 451 amino acids long. PR01557 has a calculated molecular weight of approximately 49,675 
daltons and an estimated pi of approximately 7.15. Additional features include: a signal sequence at about amino 
acids 1-25; a potential N-glycosylation site at about amino acids 114-117; a potential cAMP and cGMP- 
dependent protein kinase phosphorylation site at about amino acids 388-41; potential N-myristoylation sites at 
about amino acids 54-49, 66-71, 146-151, and 367-372; potential amidation sites at about amino acids 36-39 and 
5 205-208; and an ATP/GTP-binding site motif A (P-loop) at about amino acids 151-258. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 86 (SEQ ID NO: 142), revealed significant 
homology between the PR01557 amino acid sequence and Dayhoff sequence AF034606_1 . Homology was also 
found between the PR01557 amino acid sequence and tiie following Dayhoff sequences: P_W31559, 
10 AF031230_1, SOG_DROME, CAll_MOUSE, P_R41320, CHRD_RAT, P_W40288, NEL_CHICK, and 
HSMUC5B_1. 

Qone DNA64902-1667 was deposited with the ATCC on October 6, 1998, and is assigned ATCC 
deposit no. 203317. 

EXAMPLE 47 : Isolation of cDNA clones Encoding Human PR01286 
;=y Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 

j'',; cluster sequence from the LEFESEQ® database, designated EST Cluster No. 86809. This EST cluster sequence 
Hp was then compared to a variety of expressed sequence tag (EST) databases which included public EST databases 
; , (e.g. , GenBank) and a proprietary EST DNA database (LIFESEQ®, Incyte Pharmaceuticals, Palo Alto, CA) to 
11,20 identify existing homologies. The homology search was performed using the computer program BLAST or 
: BLAST2 (Altshul et al.. Methods in Enzvmology 266:460-480 (1996)). Those con^jarisons resulting in a 
if ^ BLAST score of 70 (or in some cases 90) or greater that did not encode known proteins were clustered and 
assembled into a consensus DNA sequence wifli the program "phrap" (Phil Green, University of Washington, 
Seattle, Washington). ESTs in the assembly included titiose identified from tumors, cell lines, or diseased tissue. 
25 One or more of the ESTs was obtained from a cDNA library constructed from RNA isolated from diseased colon 
tissue. The consensus sequence obtained therefrom is herein designated DNA58822. 

In light of the sequence homology between the DNA58822 sequence and an EST sequence contained 
within EST no. 1695434, EST clone no. 1695434 was purchased and the cDNA insert was obtained and 
sequenced. The sequence of this cDNA insert is shown in Figure 87 and is herein designated DNA64903-1553 
30 (SEQ ED NO: 143). 

The full length clone shown in Figure 87 contained a single open reading frame with an apparent 
translational initiation site at nucleotide positions 93-95 and ending at the stop codon found at nucleotide positions 
372-374 (Figure 87; SEQ ID NO: 143). The predicted polypeptide precursor (Figure 88, SEQ ID NO: 144) is 
93 amino acids long, with a signal sequence at about amino acids 1-18. PR01286 has a calculated molecular 
35 weight of approximately 10, 1 1 1 daltons and an estimated pi of proximately 9.70. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 88 (SEQ ID NO: 144), revealed some homology 
between the PR01286 amino acid sequence and the following Dayhoff sequences: SR5C_ARATH, 
CELC17H12_11. MCPD_ENTAE, JQ2283, INV0_LEMCA, P_R07309, ADEVBCAGN_4, AF020947_1, 



417 



CELT23H2_1, and MDH_STRAR. 

Clone DNA64903-1553 was deposited with the ATCC on September 15, 1998 and is assigned ATCC 
deposit no. 203223. 

EXAMPLE 48 : Isolation of cDNA clones Encoding Human PR01294 
5 Use of the signal sequence algorithm described in Exanople 3 above allowed identification of an EST 

cluster sequence from the Incyte database, designated Incyte EST cluster sequence no. 10559. This EST cluster 
sequence was then compared to a variety of esqpressed sequence tag (EST) databases which included pubUc EST 
databases (e.g., GenBank) and aproprietary EST DNA database (LIFESEQ®, Incyte Pharmaceuticals, Palo Alto, 
CA) to identify existing homologies. The homology search was performed using the computer program BLAST 
10 or BLAST2 (Altshul et al.. Methods in Enzvmology 266:460-480 (1996)). Those comparisons resulting m a 
BLAST score of 70 (or in some cas^ 90) or greater that did not encode known proteins were clustered and 
assembled into a consensus DNA sequence with the program "phrap" (Phil Green, University of Washington, 
f.;ii: Seattle, Washington). The consensus sequence obtained therefrom is herein designated DNA57203. 
j;:;;" In light of the sequence homology between the DNA57203 sequence and an EST sequence contained 

\;^15 within the Incyte EST clone no. 3037763, the Incyte EST clone no. 3037763 was purchased and the cDNA insert 
J -"12 was obtained and sequenced. The sequence of this cDNA insert is shown in Figure 89 and is herein designated 
iJ: as DNA64905-1558. 

i|3 Clone DNA64905-1558 contains a single open reading frame with an apparent translational initiation 

i .. site at nucleotide positions 1 10-1 12 and ending at the stop codon at nucleotide positions 1328-1330 (Figure 89). 
rljiZO The predicted polypeptide precursor is 406 amino acids long (Figure 90). The fuU-length PR01294 protein 
shown in Figure 90 has an estimated molecular weight of about 46,038 daltons and a pi of about 6.50. Analysis 

3 .'4,' 

j >y of the fiiU-length PR01294 sequence shown in Figure 90 (SEQ ID NO: 146) evidences the presence of the 
i' following: a signal peptide from about amino acid 1 to about amino acid 21 and potential N-glycosylation sites 

from about amino acid 177 to about amino acid 180 and from about amino acid 248 to about amino acid 251. 
25 Clone DNA64905-1558 has been dqwsited with ATCC on September 15, 1998 and is assigned ATCC deposit 

no. 203233. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 90 (SEQ ID NO: 146), evidenced significant 
homology between the PR01294 amino acid sequence and the following Dayhoff sequences: 173636, 
30 AF028740_1, AB006686S3_1, P_R98225, RNU78105_1, CELC48E7_4, CEF11C3_3, SCP1_MESAU, 
TPM3_HUMAN and CELK05B2_3. 

EXAMPLE 49 : Isolation of cDNA clones Encoding Human PR01347 

A consensus DNA sequence was assembled relative to other EST sequences using phr^ as described 
35 in Exanq)le 1 above. This consensus sequence is designated herein ''DNA47373''. Based on the DNA47373 
consensus sequence, oligonucleotides were syntibesized: 1) to identify by PGR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PR01347. 

PCR primers (forward and reverse) were synthesized: 
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forward PGR primer 5 ' GCGTGGTCCACCTCTACAGGGACG3 ' (SEQ ID NO: 149); and 
reverse PGR primer 5'GGAAGTGACGCAGTGCTGACAGC3' (SEQ ID NO: 150). 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus 
DNA47373 sequence which had the following nucleotide sequence: 

hybridization probe 5'GCAGATGCCACAGTATCAAGGCAGGACAAAACTGGTGAAGGATTC3 ' (SEQ ID 
5 NO:151). 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PGR amplification with the PGR primer pair identified above. A positive library was then used to 
isolate clones encodiiig the PR01347 gene using the probe oligonucleotide and one of the PGR primers. RNA 
for construction of the cDNA libraries was isolated from hinnan small intestine. 
10 DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 

PR01347 and the derived protein sequence for PR01347. 

The entire coding sequence of PRO 1347 is shown in Figure 91 (SEQ ID NO: 147). Glone DNA64950- 
1S90 contains a single open reading frame with an apparent translational initiation site at nucleotide positions 
183-185, and an apparent stop codon at nucleotide positions 1683-1685 of SEQ ID NO: 147, The predicted 
hil5 polypeptide precursor is 500 amino acids long. The signal peptide is at about amino acids 1-17 and the 
J transmembrane domam is at about 239-255 of SEQ ID NO: 148. Glone DNA64950-1590 has been deposited 
with ATCG and is assigned ATGG deposit no. 203224. The full-length PR01347 protein shown in Figure 92 

.ft!.' 

has an estimated molecular weight of about 56,748 daltons and a pl of about 8.5. 
i An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 

i LI20 alignment analysis of the full-length sequence shown in Figure 92 (SEQ ID NO: 148), revealed sequence identity 

between the PR01347 amino acid sequence and the following Dayhoff sequences (data incorporated herein): 
j;|E BUTY_HUMAN, AF033107_1, HSU90142_1, HSU90144_1, HSB73_1, HS111M5J2, R052_HUMAN, 

AF018080^1, HSAJ03147_4, and MOG_MOUSE. 

25 EXAMPLE 50 : Isolation of cDNA clones Encodms Human PRO 1305 

A consensus DNA sequence was assembled relative to other EST sequences using pbn^ as described 
in Example 1 above. This consensus sequence is herein designated DNA38103. Based on the DNA38103 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PGR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 

30 PRO1305. 

PGR primers (forward and reverse) were synthesized: 
forward PGR primer (38103.fn 5'-AAGTGGTGTGTGGTTGGAAGCGTG-3' (SEQ ID NO: 154) 
reverse PGR primer (38103.rD 5'-GAGTGACATGGCTGAGAGAGCCAC-3' (SEQ ID NO:155) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA38103 

35 sequence which had the following nucleotide sequence 
hybridization probe (38103.PD 

5'-AGGTTATGAGGGGCTrGAGTGTGAAAGGTGGAAAGAGG-3' (SEQ ID NO: 156) 

la order to screen several libraries for a source of a fuU-length clone, DNA from the libraries was 
screened by PGR anq)lification with the PGR primer pair identified above. A positive library was then used to 
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isolate clones encoding the PRO 1305 gene using the probe oligonucleotide and one of the PGR primers. RNA 
for construction of the cDNA libraries was isolated from htraian fetal kidney tissue. 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PRO1305 (designated herein as DNA64952-1568 [Figure 93, SEQ ID NO: 152]; and the derived protein 
sequence for PRO1305. 

5 The entire nucleotide sequence of DNA64952- 1568 is shown in Figure 93 (SEQ ID NO: 152). Clone 

DNA64952-1568 contains a single open reading frame with an apparent translational initiation site at nucleotide 
positions 126-128 and ending at the stop codon at nucleotide positions 900-902 (Figure 93). The predicted 
polypeptide precursor is 258 amino acids long (Figure 94). The Ml-Iength PRO1305 protein shown in Figure 
94 has an estimated molecular weight of about 25,716 daltons and a pi of about 8.13. Analysis of the fiiU-length 
10 PRO1305 sequence shown in Figure 94 (SEQ ID NO:I53) evidences the presence of the following: a signal 
peptide from about amino acid 1 to about amino acid 25, potential N-gJycosylation sites from about amino acid 
30 to about ammo acid 33, from about amino acid 172 to about amino add 175, from about amino acid 195 to 

!; 9i about amino acid 198, from about amino acid 208 to about amino acid 21 1 and from about amino acid 235 to 
about amino acid 238 and an EGF-like domain cysteine pattern signature sequence from about amino acid 214 

lal5 to about amino acid 225. Clone DNA64952-1568 has been deposited with ATCC on Septeniber 15, 1998 and 

I'lJ is assigned ATCC deposit no. 203222. 

i-ai: An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 

W alignment analysis of the full-length sequence shown in Figure 94 (SEQ ID NO: 153), evidenced significant 
I 3^ homology between the PRO1305 amino acid sequence and the following Dayhoff sequences: CET22A3_7, 
1 ISO mA2JV[OUSE, AF055580_1, AF016903_1, LMB2_MOUSE, PJR71730, LMB3JVIOUSE, LMGIJHUMAN, 
! * LMGI DROME and LMA5_MOUSE. As such, the PRO1305 polypeptide does show homology to laminm and 
I may be a laminin homolog. 

EXAMPLE 51 : Isolation of cDNA clones Encoding Human PR01273 

25 An e3q)ressed sequence tag (EST) DNA database (LIFESEQ®, Incyte Pharmaceuticals, Palo Alto, CA) 

was searched and an EST was identified. This sequence was blasted against public databases and Incjrte's 
database. The search was performed using the computer program BLAST or BLAST2 [Altschul et al. , Methods 
in Enzymologv . 266:460-480 (1996)] as a comparison of the extracellular domain (BCD) protein sequences to 
a 6 frame translation of the EST sequences. Those comparisons resulting in a BLAST score of 70 (or in some 

30 cases, 90) or greater that did not encode known proteins were clustered and assembled into consensus DNA 
sequences with the program "phrap" (Phil Green, University of Washington, Seattle, Washington). 

A consensus DNA sequence was assembled relative to other EST sequences using repeated cycles of 
BLAST and phrap. This consensus sequence is designated herein ''DNA60747''. Based on the DNA60747 
consensus sequence and its relation to a sequetK^e within the assembly of aligned sequences, Incyte clone 

35 3541105 was purchased and sequenced in ftill. This Incyte clone came from a library constructed of RNA 
isolated from seminal vesicle tissue. 

The entire coding sequence of PR01273 is shown in Figure 95 (SEQ ID NO: 157). Clone DNA65402- 
1540 contains a smgle open reading frame with an apparent translational initiation site at nxicleotide positions 
26-28 and an apparent stop codon at nucleotide positions 515-517 of SEQ ED NO:157. The predicted 
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polypeptide precursor is 163 amino acids long. The signal peptide is at about amino acids 1-20 and the 
conserved region in lipocalins is at about amino acids 25-36 of SEQ ID NO: 158. Clone DNA65402-1540 has 
been deposited with ATCC and is assigned ATCC deposit no. 203252. The full-length PR01273 protein shown 
in Figure 96 has an estimated molecular weight of about 18,045 daltons and a pi of about 4.87. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
5 alignment analysis of the fiill-length sequence shown in Figure 96 (SEQ ID NO: 158), revealed sequence identity 
between the PR01273 amino acid sequence and the following Dayhoff sequences (information from database 
incorporated herein): PGHD FELCA (prostaglandin-h2 d-isomerase precursor), S57748 (prostaglandin D 
synthetase precursor), LIPO_BUFMA(lipocalinprecursor), S52354, QSP_CHICK, ECP19_1, LACB CAPHI, 
OLFA_RANPI. D87752_l, and LACB_BOVIN. 

10 

EXAMPLE 52 : Isolation of cDNA clones Encoding Human PRO1302 

A consensus DNA sequence encoding PRO1302 was assembled relative to other EST sequences usmg 
■A repeated cycles of phrap as described in £xanq)le 1 above. This consensus sequence is designated herein 
if ''DNA28742'' . Based on the DNA28742 consensus sequence, the assembly fhim whidhi the consensus sequence 
sl5 was derived and other information and discoveries provided herein, the Incyte clone 3344926 (from a diseased 
2 spleen tissue library) was purchased and sequenced in full. Sequencing provided the fiill-iength DNA sequence 
2 for PRO1302 and the derived protein sequence for PRO1302. 

& The entire coding sequence of PRO1302 is shown in Figure 97 (SEQ ID NO: 159). Clone DNA65403- 

, 1565 contains a single open reading frame with an apparent translational initiation site at nucleotide positions 
|20 43-45 and an apparent stop codon at nucleotide positions 1432-1435 of SEQ ID NO: 159. The predicted 
* polypeptide precursor is 463 amino acids long. The signal peptide is at about amino acids 1-15 and the 
;=i transmembrane sequence is at about amino acids 351-370 of SEQ ID NO: 160. Clone DNA65403-1565 has been 
deposited with the ATCC and is assigned ATCC deposit no. 203230. The ftiU-leiigth PRO1302 protein shown 
in Figure 98 has an estimated molecular weight of about 50,082 daltons and a pl of about 7.3. 
25 An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 

alignment analysis of the full-length sequence shown in Figure 98 (SEQ ID NO: 160), revealed sequence identity 
between the PRO 1302 amino acid sequence and the following Dayhoff sequences (data incorporated herein): 
D86358_l. D86359_l, S71403_l, MAG_HUMAN, JH0593, MMSIAL2_1, C22A_HUMAN, PGBM_HUMAN, 
PGBM_HUMAN, LACH DROME, and KMLS_HUMAN. 

30 

EXAMPLE 53 : Isolation of cDNA clones Encoding Human PR01283 

A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 
in Exanq)le 1 above. This consensus sequence is herein designated DNA28753. Based on the DNA28753 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
35 the sequence of interest, and 2) for use as probes to isolate a clone of the fidl-length coding sequence for 
PR01283. 

PCR primers (forward and reverse) were synthesized: 
forward PCR primer (28753.fn 5'-GGAGATGAAGACCCTGTTCCTG-3' (SEQ ID NO: 163) 
forward PCR primer r28753.flD 5'-GGAGATGAAGACCCTGTTCCTGGGTG-3' (SEQ ID NO: 164) 
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reverse PGR primer (28753. rl) 5'-GTCCTCCGGAAAGTCCTTATC-3' (SEQ ID NO: 165) 
reverse PGR primer f28753.rin 5'-GCCTAGTGTTCGGGAACGCAGCTTC-3' (SEQ ID NO: 166) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA28753 
sequence which had the following nucleotide sequence 
hybridization probe (28753.pl) 
5 5'-CAGGGACCTGGTACGTGAAGGCCATGGTGGTCGATAAGGACTTTCCGGAG-3' (SEQ ID NO: 167) 
hybridization probe (28753.011) 

5'-CTGTCCTTCACCCTGGAGGAGGAGGATATCACAGGGACCTGGTAC-3' (SEQ ID NO: 168) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PGR anq)lification with flie PGR primer pair identified above. A positive library was then used to 
10 isolate clones encoding the PR01283 gene using Ihe probe oligonucleotide and one of the PGR primers . RNA 
for construction of the cDNA libraries was isolated from human breast tumor tissue. 

5; DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 

IJ PR01283 (designated herein as DNA65404-1551 [Figure 99, SEQ ID NO: 161]; and the derived protein 
s is sequence for PR01283. 

If The entire nucleotide sequence of DNA65404-1551 is shown in Figure 99 (SEQ ID NO: 161). Clone 

;s ■ DNA65404-1551 contains a single open reading frame with an apparent translational initiation site at nucleotide 
S'' positions 45-47 and ending at the stop codon at nucleotide positions 555-557 (Figure 99). The predicted 
,5. polypeptide precursor is 170 amino acids long (Figure 100). The full-length PR01283 protein shown m Figure 
y20 100 has an estimated molecular weight of about 19,457 daltons and a pl of about 9. 10. Analysis of the full- 
' length PR01283 sequence shown in Figure 100 (SEQ ID NO: 162) evidences the presence of the following: a 
i signal peptide from about amino acid 1 to about amino acid 17. Clone DNA65404-1551 has been deposited with 

ATCC on September 9, 1998 and is assigned ATCC deposit no. 203244 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
25 alignment analysis of the full-length sequence shown in Figure 100 (SEQ ID NO:162), evidenced significant 

homology between the PR01283 amino acid sequence and the following Dayhoff sequences: A40464, 

VEGP_HUMAN, ALL1_GANFA, LALP_TRIVU, S51803, XELPDS_1. LIPO_BUFMA, S52354, 

QSP_GfflCK and ERBP_RAT. 

30 EXAMPLE 54 : Isolation of cDNA clones Encoding Human PR01279 

A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 
in Example 1 above. This consensus sequence is herein designated DNA30856. Based on the DNA30856 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PGR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of flie fiill-length coding sequence for 

35 PR01279. 

PGR primers (forward and reverse) were synthesized: 
forward PGR primer (30856.fl) 5'-GGGTGGGGGAGTGGAAGTGATGGGG-3' (SEQ ID NO: 171) 
forward PGR primer O0856.fl D 5'-CTCCAGGCCATGAGGATTCTGCAG-3' (SEQ ID NO: 172) 
forward PGR primer n0856.fl2) 5'-CCTGTGGTCTGTAACCAG-3' (SEQ ID NO: 173) 



reverse PCR primer (30856.rl) 5'-TCTGTGATGTTGCCGGGGTAGGCG-3' (SEQ ID NO:174) 
reverse PGR primer GOSSe.rll) 5'-CGTGTAGACACCAGGCTTTCGGGTG-3' (SEQ ID NO: 175) 
reverse PCR primer (30856.rl2) 5'-CCCTTGATGATCCTGGTC-3' (SEQ ID NO: 176) 
Additionally, synthetic oligonucleotide hybridization probes were constructed from the consensus DNA30856 
sequence which had the following nucleotide sequences 
5 hybridization probe (30856.pl) 

5'-AGGCCATGAGGATTCTGCAGTTAATCCTGCTTGCTCTGGCAACAGGGCTT-3' (SEQ ID NO:177) 
hybridization probe (30856.pll) 

5'-GAGAGACCAGGATCATCAAGGGGTTCGAGTGCAAGCCTCACTC-3' (SEQ ID NO: 178) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 

10 screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR01279 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated &om human lung tumor tissue. 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PR01279 (designated herein as DNA65405-1547 [Figure 101, SEQ ID NO: 169]; and the derived protein 

15 sequence for PR01279. 

The entire nucleotide sequence of DNA65405-1547 is shown in Figure 101 (SEQ ID NO: 169). Clone 
DNA65405- 1547 contains a single open reading frame with an apparent translational initiation site at nucleotide 
positions 106-108 and ending at the stop codon at nucleotide positions 856-858 (Figure 101). The predicted 
polypeptide precursor is 250 amino acids long (Figure 102). Hie full-length PR01279 protein shown in Figure 

20 102 has an estimated molecular weight of about 27,466 daltons and a pi of about 8.87. Analysis of the full- 
length PR01279 sequence shown in Figure 102 (SEQ ID NO: 170) evidences the presence of the following: a 
signal peptide from about amino acid 1 to about amino acid 18, a serine protease, trypsin family, histidine active 
site from about amino acid 58 to about amino acid 63, potential N-glycosylation sites from about amino acid 99 
to about amino acid 102, from about amino acid 165 to about amino acid 168, from about amino acid 181 to 

25 about amino acid 184 and from about amino acid 210 to about amino acid 213, a glycosaminoglycan attachment 
site from about amino acid 145 to about amino acid 148, anaino acid sequence blocks present in kringle domain 
proteins from about amino acid 197 to about amino acid 209 and from about amino acid 47 to about amino acid 
64, amino acid sequence blocks having homology to serine protease, trypsin family, histidine proteins from about 
amino acid 199 to about amino acid 209, from about amino acid 47 to about amino acid 63 and from about amino 

30 acid 220 to about amino acid 243 and amino acid sequence blocks having homology to apple domain proteins 
from about amino acid 222 to about amino acid 249 and from about amino acid 189 to about amino acid 222. 
Clone DNA65405-1547 has been deposited with ATCC on November 17, 1998 and is assigned ATCC deposit 
no. 203476. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
35 alignment analysis of the fiill-length sequence shown in Figure 102 (SEQ ID NO: 170), evidenced significant 
homology between the PRO 1279 amino acid sequence and the following Dayhoff sequences: 156559, S55066, 
KLK7_RAT, KLK1_RAT, KLKB_RAT, KLK3_MOUSE, BCLK8_RAT, AF013988_1, D78203_l and 
HSU62801_1. 

Additionally, DNA65405-1547 was obtained by purchasing the Incyte EST clone no. 2723646 and 
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sequencing the insert of that clone, thereby giving the DNA65405-1547 sequence shown in Figure 101 (SEQ 
ID NO: 169). 



EXAMPLE 55 : Isolation of cDNA clones Encodmg Human PRO1304 

A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 
5 in Example 1 above. This consensus sequence is herein designated DNA35745. Based on the DNA35745 
consenstis sequence, oligonucleotides were synthesized: 1) to identify by PGR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PRO1304. 

10 

PGR primers (forward and reverse) were synthesized: 

forward PGR primer f35745.fl) 5'-GTGTTGTGCTGGAGGGGATGCC-3' (SEQ ID NO: 181) 
* forward PGR primer f35745.£2) 5'-GAGATGGACAATGAGAGG-3' (SEQ ID NO:182) 
!![ forward PGR primer f35745.f3) 5'-GGTTTGAGGATGTAGGAG-3' (SEQ ID NO: 183) 
a15 forward PGR primer (35745 ■f4) 5'-GATGTCTGGCACGCCAAG-3' (SEQ ID NO: 184) 
2 reverse PGR primer (35745 .rl) 5'-GCATCCTGATATGACTTGTCACGTGGC-3' (SEQ ID NO: 185) 

reverse PGR primer (•35745.r2) 5'-TAGAAGAGGGAAGAGGAGTTGGAC-3' (SEQ ID NO:186) 
4^ Additionally, a synthetic oligonucleotide hybridization probe was constructed fix)m the consensus DNA35745 
1^ sequence which had the following nucleotide sequence 
: 20 hybridization probe (35745.pl) 

J 5'-GCGGATTATGAGGGGTAGCrGGGTAAAGAGGGGTGGAAATTGTACTGCAGGG-3' (SEQ ID NO: 187) 
!j In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 

screened by PGR amplification with the PGR primer pan: identified above. A positive library was flien used to 
isolate clones encoding the PRO1304 gene using the probe oligonucleotide and one of the PGR primers. RNA 
25 for construction of the cDNA libraries was isolated from human ovary tissue. 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PR013(M (designated herein as DNA65406-1567 [Figure 103, SEQ ID NO: 179]; and the derived protein 
sequence for PRO1304. 

The entke nucleotide sequence of DNA65406-1567 is shown in Figure 103 (SEQ ID NO:179). Clone 
30 DNA65406-1567 contains a single open reading frame with an apparent txanslational initiation site at nucleotide 
positions 23-25 and ending at the stop codon at nucleotide positions 689-691 (Figure 103). The predicted 
polypeptide precursor is 222 amino acids long (Figure 104). The full-length PRO1304 protein shown in Figure 
104 has an estimated molecular weight of about 25,794 daltons and a pl of about 6.24. Analysis of the full- 
length PRO1304 sequence shown in Figure 104 (SEQ ID NO: 180) evidences the presence of the following: an 
35 endoplasmic reticulum targeting sequence from about amino acid 219 to about amino acid 222, a potential N- 
glycosylation site from about amino acid 45 to about amino acid 48, FKBP-type peptidyl-prolyl cis-trans 
isomerase homology blocks fix)m about amino acid 87 to about amino acid 123 and from about amino acid 129 
to about ammo acid 142 and EF-hand calcium binding domain protein homology blocks from about amino acid 
202 to about anauno acid 214 and from about amino acid 195 to about amino acid 214. Glone DNA65406-1567 



has been deposited with ATCC on September 15, 1998 and is assigned ATCC deposit no. 203219. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 104 (SEQ ID NO: 180), evidenced significant 
homology between the PRO1304 amino acid sequence and the following Dayhoff sequences: AF040252_1, 
P_R28980, S71238, CELC05C8_1, VFU52045_1, S75144, FKB3_BOVIN, CELC50F2_6, CELB051 112 and 
5 P_R41781. 

The DNA65406-1567 sequence was also obtained by isolating and sequencing the insert of Incyte EST 
clone no. 2813577. 



10 EXAMPLE 56 : Isolation of cDNA clones Encoding Human PR01317 

Using the technique described in Example 1 above, Incyte EST no. 33598 was identified as a sequence 
of interest having a BLAST score of 70 or greater that did not encode a known protein. The sequence of Mcyte 
EST no. 33598 is designated herein as "DNA36958''. Based on the DNA36958 sequence, oligonucleotides can 
be s}m.thesized: 1) to identify by PGR a cDNA library that contains the sequence of interest, and 2) for use as 
15 probes to isolate a clone of the full-lengfli coding sequence for PR01317. 

The following are suitable PCR primers (forward and reverse) that can be synthesized based on the 
DNA36958 sequence: 

forward PCR primer : AGGGACCATTGCTTCTTCCAGGCC (36958.fl; SEQ ID NO: 190) 
reverse PCR primer : CGTTACATGTCTCCAAGGGGAATG (36958.rl; SEQ ID NO: 191) 
20 Additionally, a synthetic oligonucleotide hybridization probe can be constructed from the consensus 

DNA36958 sequence having the following nucleotide sequence: 

hybridization probe : CCTGTGCTAAGTGCCCCCCAAATGCTTCCTGTGTCAATAACACTCACTGC 
(36958.pl ; SEQ ID NO: 192) 

In order to screen several libraries for a source of a fidl-length clone, DNA from the libraries is 
25 screened by PCR anaplification wifli the PCR primer pair identified above. A positive library is then used to 
isolate clones encoding the PR01317 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries can be isolated fix>m tissue containing tiie sequence of interest, for 
exanq)le from peripheral blood, particularly blood taken fix>m a patient having a high leukocyte count (e.g 
hypereosinophilia). 

30 The full-length DNA sequence for PR013 17, designated herein as DNA65408-1578 (Figure 105; SEQ 

ID NO: 188) was obtained by purchasing Incyte EST no. 335958, obtaining the cDNA insert, and sequencing 
it in its entirety. Incyte clone no. 335958 originated firom a library constructed using RNA isolated from 
peripheral blood cells apheresed from a male patient afflicted with hypereosinophilia. 

The entire coding sequence of PR01317 is shoAvn in Figure 105 (SEQ ID NO: 188). Clone DNA65408- 

35 1578 contains a single open reading firame with an sqpparent translational initiation site at nucleotide positions 
6-8 and an apparent stop codon at nucleotide positions 228-230. The predicted polypeptide precursor is 74 
amino acids long. The fidl-length PR01317 protein shown in Figure 106 has an estimated molecular weight of 
about 7,831 daltons and a pi of about 9.08. Additional features include: a signal peptide at about amino acids 
1-18, potential N-glycosylation sites at about amino acids 34-37 and 39-42, and a microbodies C-terminal 



targeting signal at amino acids 72-74. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 106 (SEQ ED NO: 189), revealed significant 
homology between the PR01317 amino acid sequence and the Dayhoff sequence designated CD97_HUMAN. 
Additionally, some homology was found between the PR013 17 amino acid sequence and the following Dayhoff 
5 sequences: GEN12618, CELZK783_1, G156_PARPR, GIAVSPE_1, AF040387_1, S78059, 150617, 
XLSEK1_1, and NEL2_RAT. 

Clone DNA65408-1578 was deposited with the ATCC on September 15, 1998, and is assigned ATCC 
deposit no. 203217. 

10 EXAMPLE 57 : Isolation of cDNA clones Encoding Human PRO1303 

A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 
in Exanq)le 1 above. This consensus sequence is designated herein ''DNA47347''. Based on the DNA47347 
consensus sequence and its homology to an Incyte EST within the assembly from which DNA47347 was derived, 
Incyte clone 1430305 (from an ileum tissue library) was purchased and sequenced in full. The sequence 

15 encoding PRO1303 was thereby identified. 

TTie entire coding sequence of PRO1303 is shown inFigure 107 (SEQ ID NO: 193). Clone DNA65409- 
1566 contains a single open reading frame with an apparent translational initiation site at nucleotide positions 
121-123 and an apparent stop codon at nucleotide positions 865-867. The predicted polypeptide precursor is 248 
amino acids long. The signal peptide is at about amino acids 1-17 of SEQ ID NO: 194. Hie locations of N- 

20 glycosylation sites, active and conserved regions and domains are further indicated in Figure 194. Clone 
DNA65409-1566 has been deposited wifli ATCC and is assigned ATCC deposit no. 203232. The fidl-length 
PRO1303 protein shown m Figure 108 has an estimated naolecular weight of about 26,734 daltons and a pi of 
about 7.9. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a ■WU-BLAST2 sequence 
25 alignment analysis of tiie full-length sequence shown inFigure 108 (SEQ ID NO: 194), revealed sequence identity 
between the PRO1303 amino acid sequence and the following Dayhoff sequences (data incorporated herem): 
AB009849_1, P_W08475, AF024605_1, A42048_l, TRY3_RAT, MMAE00066414, TRY1_RAT, 
MMAE000663_4, MMAE000665_2, and MMAE00066412. 

30 EXAMPLE 58 : Isolation of cDNA clones Encoding Human PRO1306 

Using the method described in Example 1 above, Incyte EST No. 2449282, also referred to herein as 
DNA5918, was identified as a sequence of interest having a BLAST score of 70 or greater that did not encode 
a known protein. From the DNA5918 sequence, a consensus sequence was assembled using BLAST and the 
program "phrap" (Phil Green, University of Washington, Seattle, Washii^ton). This consensus sequence is 

35 designated herein as "DNA47399''. Based on the DNA47399 consensus sequence, oligonucleotides can be 
synthesized: 1) to identify by PCR a cDNA library that contains flie sequence of interest, and 2) for use as 
probes to isolate a clone of the fiill-leiigth coding sequence for PRO1306. 

The entire coding sequence of PRO1306 shown in Figure 109 (SEQ ID NO: 195), was obtained by 
purchasing Incyte EST no. 2449282, obtainmg the cDNA insert and sequencing it in its entirety. Clone 



DNA65410-1569 contains a single open reading frame with an apparent translational initiation site at nucleotide 
positions 106-108 and an apparent stop codon at nucleotide positions 556-558. The predicted polypeptide 
precursor is 150 amino acids long. The full-length PRO1306 protein shown in Figure 110 has an estimated 
molecular weight of about 17,068 daltons, a pi of about 7.29, and a potential N-glycosylation site at about amino 
acids 131-134. 

5 An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 

alignment analysis of the full-length sequence shown in Figure 110 (SEQ ID NO: 196), revealed significant 
homology between the PRO1306 amino acid sequence and Dayhoff sequence AIFI HUMAN. Homology was 
also shown between the PRO1306 amino acid sequence and ibe following Dayhoff sequences: JC4902, 
BAR1_RAT. AF020281_1, HSU95213_1, TCH3_ARATH, LEY14765_1, CATR_NAEGR, S35185. and 
10 AF065247_1. 

Clone DNA65410-1569, was deposited with the ATCC on September 15, 1998 and is assigned ATCC 
deposit no. 203231. 

EXAMPLE 59 : Isolation of cDNA clones Encoding Human PR01336 

15 An EST sequence was identified and entered into a proprietary Genentech database. The EST was 

blasted against various EST databases. The EST databases included public EST databases (e.g. , GenBank), and 
a proprietary EST database (LIFESEQ®, Incyte Pharmaceuticals, Palo Alto, CA), and proprietary ESTs from 
Genentech. The search was performed using the computer program BLAST or BLAST2 [Altschul et al.. 
Methods in Enzymology , 266:460-480 (1996)] as a comparison of the ECD protein sequences to a 6 frame 

20 translation of the EST sequences. Those comparisons resulting in a BLAST score of 70 (or in some cases, 90) 
or greater that did not encode known proteins were clustered and assembled into consensus DNA sequences with 
the program "phrap" (Phil Green, University of Washmgton, Seattle, Washington). 

A consensus DNA sequence encodiag PR01336 was assembled relative to other aligned EST sequences 
(forming an assembly) using phrap. This consensus sequence is designated herein "DNA433 19". Basedonflie 

25 DNA43319 consensus sequence, oligonucleotides were synfliesized: 1) to identify by PGR a cDNA library that 
contained die sequence of interest, and 2) for use as probes to isolate a clone of the fiall-lengfli coding sequence 
for PR01336. 

PGR primers (forward and reverse) were synthesized: 
forward PGR primer 5'ATGGAGATTCCTGCCAACTTGCCG3' (SEQ ID NO: 199); and 

30 reverse PGR primer S'TTGTTGGCATrGAGGAGGAGCAGCB' . (SEQ ID NO:200). 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus 
DNA43319 sequence which had the following nucleotide sequence: 

hybridization probe 5'GAGGGCATCGTCGAAATAGGGGTAGAAGAGAACTCCATCAAAGCCATCCC3' 
(SEQ ID NO:201). 

35 In order to screen several libraries for a source of a full-lengfli clone, DNA from the libraries was 

screened by PGR amplification with the PGR primer pair identified above. A positive library was then used to 
isolate clones encoding flie PR01336 gene using the probe oligonucleotide and one of the PGR primers. RNA 
for construction of the cDNA libraries was isolated from human fetal lung tissue. 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
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PR01336 (designated herein as DNA65423-1595 [Figures 1 1 lA-B, SEQ ID NO: 198]; and the derived protein 
sequence for PR01336. 

The entire coding sequence of PR01336 is shown in Figures lllA-B (SEQ ID NO: 198). Clone 
DNA65423-1595 contains a single open reading frame with an apparent translational initiation site at nucleotide 
positions 83-85 and an apparent stop codon at nucleotide positions 4652-4654 of SEQ ID NO: 198. The predicted 
polypeptide precursor is 1523 amino acids long. The approximate locations of the signal peptide (amino acids 
1-27), aspartic acid and asparagine hydroxylation sites, EGF-like domain cystein pattern signature regions, a 
leucine zipper pattern region, a region conserved in immunoglobulins and major histocompatibility complexes, 
and N-glycosylation sites are indicated in Figure 112. Clone DNA65423-1595 has been deposited with the 
ATCC and is assigned ATCC deposit no. 203227. The fijll-length PR01336 protem shown in Figure 1 12 has 
an estunated molecular weight of about 167,715 daltons and a pi of about 8.06. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), usmg a WU-BLAST2 sequence 
alignment analysis of the fiill-length sequence shown inFigure 1 12 (SEQ ID NO: 198), revealed sequence identity 
between the PR01336 amino acid sequence and the following Dayhoff sequences (data incorporated herein): 
SLIT_DROME, CEF40E10_1, LCU58977_1, AF029779_1, FBP1_STRPU, NOTC_XENLA, AC004663_1, 
XELXDEL_1, P_W05835 and HSU77720_1. 

EXAMPLE 60 : Isolation of cDNA clones Encoding Human PR01278 

A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 
in Example 1 above. This consensus sequence is designated herem ''Consen5230'' . In addition, the Consen5230 
consensus sequence was extended using repeated cycles of BLAST and phrap to extend the consensus sequence 
as far as possible using the sources of EST sequences discussed above. The extended consensus sequence is 
designated herem as •DNA44801''. Based on the DNA44801 consensus sequence, oligonucleotides were 
synthesized: 1) to identify by PCR a cDNA library that contained the sequence of interest, and 2) for use as 
probes to isolate a clone of the fiill-length codmg sequence for PR01278. 

PCR primere (forward and reverse) were synthesized: 
forward PCR primers : GCAGGCTTTGAGGATGAAGGCTGC (44801.fl; SEQ ID NO:204) and 
CTCATTGGCTGCCTGGTCACAGGC (44801. f2; SEQ ID NO:205) 

reverse PCR primers : CCAGTCGGACAGGTCTCTCCCCTC (44801 .rl; SEQ ID NO:206) and 
TCAGTGACCAAGGCTGAGCAGGCG (44801. r2; SEQ ID NO:207) 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus 
DNA44801 sequence which had the following nucleotide sequence: 

hybridization probe : CTACACTCGTTGCAAACTGGCAAAAATATTCTCGAGGGCTGGCCTGG (44801 .pi; 
SEQ ID NO:208) 

In order to screen several libraries for a source of a fiill-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pak identified above. A positive library was then used to 
isolate clones encodmg the PR01278 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of flie cDNA libraries was isolated from human testis. 

DNA sequencing of the clones isolated as described above gave the fiill-length DNA sequence for 
PR01278 (designated herem as DNA66304-1546 [Figure 113, SEQ ID NO:202]; and the derived proteui 
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sequence for PR01278. 

The entire coding sequence of PR01278 is shown in Figure 1 13 (SEQ ID NO:202). Clone DNA66304- 
1546 contains a single open reading frame with an apparent translational initiation site at nucleotide positions 
141-143 and an apparent stop codon at nucleotide positions 585-587. The predicted polypeptide precursor is 148 
ammo acids long. The full-length PR01278 protein shown in Figure 114 has an estimated molecular weight of 
5 about 16,623 daltons and a pi of about 8.47. Additional features include a signal peptide sequence at about 
amino acids 1-19; a potential N-glycosylation site at about amino acids 58-61; an alpha-lactalbumin/lysozyme 
C signature at about amino acids 94-1 12; and homolgy wifli alpha-lactalbumin/lysozyme C at about amino acids 
35-59, 67-59 and 112-133. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
10 alignment analysis of liie fiill-lenglii sequence shown in Figure 114 (SEQ ID NO:203), revealed significant 
homology between the PR01278 amino acid sequence and the following Dayhoff sequeiKjes: LYCI ANAPL, 
LYC3_ANAPL, and LYC_HUMAN. 

Clone DNA66304-1546 was deposited with the ATCC on October 6, 1998, and is assigned ATCC 
deposit no. 203321. 

15 

EXAMPLE 61 : Isolation of cDNA clones Encoding Human PR01298 

Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 
cluster sequence from an Incyte database. This EST cluster sequence was then compared to a variety of 
expressed sequence tag (EST) databases which included public EST databases (e.g. , GenBank) and a proprietary 

20 EST DNA database (LIFESEQ®, Incyte Pharmaceuticals, Palo Alto, CA) to identify existing homologies. One 
or more of the ESTs was derived from a diseased prostate tissue library. The homology search was performed 
using fee conqniter program BLAST or BLAST2 (Altshul et al.. Methods in Enzvmology 266 :460-480 (1996)). 
Those comparisons resulting in a BLAST score of 70 (or in some cases 90) or greater that did not encode known 
proteins were clustered and assembled into a consensus DNA sequence with the program "phr^" (Phil Green, 

25 University of Washington, Seattle, Washington). The consensus sequence obtained therefrom is herem 
designated DNA56389. 

In light of the sequence homology between the DNA56389 sequence and an EST sequence contained 
within an Incyte EST within the assembly from witii the consensus sequence was derived, Incyte clone 3355717 
was purchased and the cDNA insert was obtained and sequenced. The sequence of this cDNA insert is shown 

30 in Figure 1 15 and is herein designated as DNA66511-1563. 

The fall length clone shown in Figure 115 contained a single open reading frame with an apparent 
translational initiation site at nucleotide positions 94-96 and ending at the stop codon found at nucleotide positions 
1063-1065 (Figure 1 15; SEQ ID NO:209). The predicted polypeptide prectursor (Figure 116, SEQ ID NO:210) 
is 323 amino acids long. The signal peptide is at about amino acids 1-15 of SEQ ID NO:210. PR01298 has 

35 a calculated molecular weight of proximately 37,017 daltons and an estimated pi of approximately 8.83. Clone 
DNA6651 1-1563 was deposited with the ATCC on September 15, 1998 and is assigned ATCC deposit no. 
203228. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown inFigure 1 16 (SEQID NO:210), revealed sequence identity 
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between the PR01298 amino acid sequence and the following Dayhoff sequences (data incoqjorated herein): 
ALG2_YEAST, CAPM STAAU, C69098. C69255, SUS2_MAIZE. A69143, S74778, AB009527_13, 
AF050103_2 and BBA224769_1. 

EXAMPLE 62 : Isolation of cDNA clones Encodmg Human PRO 1301 
5 Use of the signal sequence algorithm described in Example 3 sbove allowed identification of an EST 

cluster sequence from the LEFESEQ® database, designated Incyte Cluster No. 93492, also referred herein as 
"DNA10591''. This EST cluster sequence was then compared to a variety of ejcpressed sequence tag (EST) 
dat^ases which included public EST databases (e.g., GeriBank) and a proprietary EST DNA database 
(LIFESEQ®, Incyte Pharmaceuticals, Palo Alto, CA) to identify existing homologies. The homology search was 

10 performed using the computer program BLAST or BLAST2 (Altshul et al. , Methods in Enzvmology 266:460- 
480 (1996)). Those comparisons resulting in a BLAST score of 70 (or in some cases 90) or greater that did not 
encode known proteins were clustered and assembled into a consensus DNA sequence with the program "phr^" 
(Phil Green, University of Washington, Seatfle, Washington). One or more of the ESTs was derived from a 
cDNA library constructed from RNA isolated from limg tissue removed fmm a male with adenocarcinoma. The 

15 consensus sequence obtained flierefrom is herein designated ''DNA57725''. 

In light of the sequence homology between the DNA57725 sequence and an EST sequence contained 
within the EST no. 3395984, the EST clone 3395984 was purchased and the cDNA insert was obtained and 
sequenced in its entirety. The sequence of ttiis cDNA insert is shown in Figure 1 17 and is herein designated as 
"DNA66512-1564''. 

20 The fiill length clone shown in Figure 117 contained a single open reading frame with an apparent 

translational initiation site at nucleotide positions 43 to 45 and ending at the stop codon found at nucleotide 
positions 1429 to 1431 (Figure 1 17; SEQ ID NO:21 1). ITie predicted polypeptide precursor (Figure 118, SEQ 
ID NO:212) is 462 amnio acids long. Other features of the PRO1301 protem include: a signal sequence at about 
amino acids 1-18; a transmembrane domain at about amino acids 271-290; a cytochrome P450 houMlogous 

25 region at about anmio acids 134-462; and potential N-glycosylation sites at about amino acids 94-97, 217-220, 
and 246-249. PRO1301 has a calculated molecular weight of approxunately 52,432 daltons and an estimated 
pl of approximately 6. 14. Clone DNA66512-1564 was deposited with the ATCC on September 15, 1998 and 
is assigned ATCC deposit no. 203218. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 

30 alignment analysis of the full-length sequence shown in Figure 1 18 (SEQ ID NO:212), revealed some homology 
between the PRO1301 amino acid sequence and the following Dayhoff sequences: PSU29243_1, A69975, 
ATAC00448418, D78607_l, CHB0331_1, HUMCYTinA_l, AF014800_1. CELT13C5_4, CELC45H4_14, 
andCEC54E10_l. 

35 EXAMPLE 63 : Isolation of cDNA clones Encoding Human PR01268 

Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 
cluster sequence from the LIFESEQ® database, designated EST No. 8879. This EST cluster sequence was then 
con5)ared to a variety of expressed sequence tag (EST) databases which included public EST databases (e.g., 
GenBank) and a proprietary EST DNA database (LIFESEQ®, Incyte Pharmaceuticals, Palo Alto, CA) to identify 
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existing homologies. The homology search was performed using the computer program BLAST or BLAST2 
(Altshul et al.. Methods in Enzvmology 266:460-480 (1996)). Those comparisons resultmg in a BLAST score 
of 70 (or in some cases 90) or greater that did not encode known protems were clustered and assembled into a 
consensus DNA sequence with the program "phrap" (Phil Green, University of Washington, Seattle, 
Washington) . One or more of the ESTs was derived from a cDNA library constructed from human brain tumor 
5 tissue taken from a cerebral meninges lesion. The consensus sequence obtained therefrom is herein designated 
DNA56258. 

In light of the sequence homology between tiie DNA56258 sequence and an EST sequence contained 
withm flie Incyte EST no. 2944541, EST clone no. 2944541 was purchased and the cDNA insert was obtained 
and sequenced. The sequence of this cDNA insert is shown in Figure 119 and is herein designated as 
10 "DNA66519-1535". 

The full lengfli clone shown in Figure 119 contained a single open reading frame with an apparent 
translational initiation site at nucleotide positions 89 to 91 and endmg at the stop codon found at nucleotide 
positions 509 to 511 (Figure 119; SEQ ID NO:213). Hie predicted polypeptide precursor (Figure 120, SEQ 
ID NO:214) is 140 amino acids long. PR01268 has a calculated molecular weight of approximately 15,503 
15 daltons and an estimated pi of approximately 6.44. Additional features include a type II transmembrane domain 
at about amino acids 12-28; type I transmembrane domains at about amino acids 51-66 and 107-124; a potential 
N-glycosylation site at about amino acids 79-82, and a region having homology with G-protein coupbled 
receptors at about amino acids 59-99. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
20 alignment analysis of the ftill-length sequence shown in Figure 120 (SEQ ID NO:214), revealed some homology 
between the PR01268 amino acid sequence and Dayhoff sequence no. CEF39B2_9. However, the percent 
sequence identity was determined to not be significant. 

Qone DNA66519-1535 was deposited with the ATCC on September 15, 1998 and is assigned ATCC 
deposit no. 203236. 

25 

EXAMPLE 64 : Isolation of cDNA clone s PnpnHinp Human PR01269 

Use of the signal sequence algorithm described in Exan^le 3 above allowed identification of an EST 
cluster sequence from the LIFESEQ® database, designated EST Cluster No. 10 1920. This EST cluster sequence 
was then compared to a variety of expressed sequence tag (EST) databases which included public EST databases 

30 (e.g. , GenBank) and a proprietary EST DNA database (LIFESEQ®, Incyte Pharmaceuticals, Palo Alto, CA) to 
identify existing homologies. The homology search was performed using the computer program BLAST or 
BLAST2 (Altshul et al., Methods in Enzvmology 266:460-480 (1996)). Those comparisons resulting in a 
BLAST score of 70 (or in some cases 90) or greater that did not encode known protems were clustered and 
assembled into a consensus DNA sequence with the program "phrap" (Phil Green, University of Washington, 

35 Seattle, Washington). The consensus sequence obtained therefrom is herein designated DNA56509. 

In light of die sequence homology between the DNA56509 sequence and an EST sequence contained 
within the EST no. 103157, EST clone no. 103 157 was purchased and the cDNA msert was obtained and 
sequenced. The sequence of this cDNA msert is shown in Figure 121 and is herein designated as DNA66520- 
1536. 
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The full length clone shown in Figure 121 contained a single open reading frame with an apparent 
translational initiation site at nucleotide positions 26-29 and ending at the stop codon found at nucleotide positions 
614-616 (Figure 121; SEQ ID NO:215). The predicted polypeptide precursor (Figure 122, SEQ ID NO:216) 
is 196 amino acids long, with a signal peptide located at about amino acids 1-20. There is a potential N- 
glycosylation site at about amino acids 1 12-115. PR01269 has a calculated molecular weight of approximately 
5 21,731 daltons and an estimated pi of approximately 8.97. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 122 (SEQ ID NO:216), revealed significant 
homology between the PR01269 amino acid sequence and the amino acid sequence of Dayhoff sequence no. 
P W23722. In addition, sequence homology was foimd between the PR01269 amino acid sequences and the 
10 amino acid sequences of the following Dayhoff sequences: MMTAG7_1, MTV026_16, NAAA_BPT3, 
S75616_l, and NCP_PIG. 

Clone DNA66520-1536 was deposited with the ATCC on September 15, 1998, and is assigned ATCC 
deposit no. 203226. 

15 EXAMPLE 65 : Isolation of cDNA clones Encoding Human PR01327 

Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 
cluster sequence from the Incyte database, designated Incyte EST cluster sequence no. 173410. This EST cluster 
sequence was then compared to a variety of expressed sequence tag (EST) databases which included public EST 
databases (e.g., GenBank) and a proprietary EST DNA database (LIFESEQ®, Incyte Pharmaceuticals, Palo Alto, 

20 CA) to identify existing homologies. The homology search was performed using the computer programBLAST 
or BLAST2 (Altshul et al.. Methods in Enzvmologv 266:460-480 (1996)). Those comparisons resulting in a 
BLAST score of 70 (or in some cases 90) or greater that did not encode known proteins were clustered and 
assembled into a consensus DNA sequence with the program "phrap" (Phil Green, University of Washington, 
Seattle, Washington). The consensus sequence obtained therefrom is herein designated DNA56520. 

25 In light of tiie sequence homology between the DNA56520 sequence and an EST sequence contained 

within the Incyte EST clone no. 3451760, the Incyte EST clone no. 345 1760 was purchased and the cDNA insert 
was obtained and sequenced. The sequence of tihis cDNA insert is shown in Figure 123 and is herein designated 
as DNA66521-1583. 

Clone DNA66521-1583 contains a single open reading frame with an apparent translational initiation 
30 site at nucleotide positions 55-57 and ending at the stop codon at nucleotide positions 811-813 (Figure 123). The 
predicted polypeptide precursor is 252 amino acids long (Figure 124). The full-length PR01327 protein shown 
in Figure 124 has an estimated molecular weight of about 28,127 daltons and a pi of about 8.91. Analysis of 
the full-length PR01327 sequence shown in Figure 124 (SEQ ID NO:218) evidences the presence of the 
foUowmg: a signal peptide from about amino acid 1 to about amino acid 14, potential N-glycosylation sites from 
35 about amino acid 62 to about amino acid 65, from about amino acid 127 to about amino acid 130, from about 
amino acid 137 to about amino acid 140 and from about amino acid 143 to about amino acid 146 and a 2-oxo 
acid dehydrogenase acyltransferase homology block from about amino acid 61 to about amino acid 71 . Clone 
DNA66521-1583 has been deposited with ATCC on September 15, 1998 and is assigned ATCC deposit no. 
203225. 
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An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the fijll-length sequence shown in Figure 124 (SEQ ID NO:218), evidenced significant 
homology between the PR01327 amino acid sequence and the foUowing Dayhoff sequences: NPHI RAT, 
NPH2_MOUSE, OTU_DROME. D40750, BB61_RABIT, P_R23873, P_W09643, CAGHMGPA_1, 
HUMPRPll l and 8670958 1. 

EXAMPLE 66 : Isolation of cDNA clones Encoding H uman PRO 1382 

Using the method described in Example 1 above, Incyte EST no. 2719 was identified as a sequence of 
interest having a BLAST score of 70 or greater that does not encode a known protein. The nucleotide sequence 
of EST no. 2719 is designated herein "DNA42842". Based on the DNA42842 sequence, oUgonucleotides were 
synthesized: 1) to identify by PGR a cDNA library that contained the sequence of mterest, and 2) for use as 
probes to isolate a clone of the ftill-length coding sequence for PR01382. 

PGR primers (forward and reverse) were synthesized: 
forward PGR Primer AGGGCTGAGGATGGGGTGGG (42842.fl; SEQ ID NO:221) 
reverse PGR Primer AGGAAGAGGAGCCCTTGGAGTCCG (42842.rl; SEQ ID NO:222) 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus 
DNA42842 sequence which had the following nucleotide sequence: 

hvbridization probe CGTGGTGGAGGGGAAGTGTCTGGTGGTGTGCGACTCGAAG (42842.pl; SEQ ID 
NO:223). 

In order to screen several libraries for a source of a full-length clone, DNA firom the hT>raries was 
screened by PGR an^Ufication with the PGR primer pair identified above. A positive library was then used to 
isolate clones raicoding the PR01382 gene using the probe oligonucleotide and one of the PGR primers. RNA 
for construction of the cDNA libraries was isolated from a human breast carcinoma. 

DNA sequencmg of the clones isolated as described above gave the full-length DNA sequence for 
PR01382 (designated herein as DNA66526-1616 [Figure 125, SEQ ID NO:219]; and the derived protein 
sequence for PR01382. 

The entire coding sequence of PR01382 is shown inFigure 125 (SEQ ID NO:219). Clone DNA66526- 
1616 contains a single open reading frame wifli an apparent translational initiation site at nucleotide positions 
337-339 and an apparent stop codon at nucleotide positions 940-942. The predicted polypeptide precursor is 20 1 
amiao acids long. The full-length PR01382 protein shown in Figure 126 has an estimated molecular weight of 
about 21,808 daltons and a pi of about 9.04. Additional features include a signal peptide at about amino acids 
1-27; potential N-glycosylation sites at about amino acids 29-32 and 88-91; and regions of homology with Glq 
proteins at about amino acids 92-126, 159-178, and 191-200. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
aUgranent analysis of the fijU-length sequence shown m Figure 126 (SEQ ID NO:220), revealed significant 
homology between the PR01382 amino acid sequence Dayhoff sequence no. GERL_RAT. Homology was also 
revealed between the PR01382 amino acid sequence and fee following Dayhoff sequences: GERB_HUMAN, 
S76975_l, A41752, HUMG1QB2_1, A57131, CA1A_HUMAN, ACR3_M0USE, and GOLE_LEPMA. 

Glone DNA66526-1616 has been deposited with ATCC and is assigned ATGG deposit no. 203246. 
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EXAMPLE 67 : Isolation of cDNA clones Encoding Human PR01328 

Use of tbe signal sequence algorithm described in Example 3 above allowed identification of an EST 
cluster sequence from the Incyte database, designated Incyte EST cluster sequence no. 40671 . This EST cluster 
sequence was then compared to a variety of expressed sequence tag (EST) databases which included public EST 
databases (e.g., GenBank) and a proprietary EST DNA database (Lifeseq®, Incyte Pharmaceuticals, Palo Alto, 
5 CA) to identify existing homologies . The homology search was performed using the computer program BLAST 
or BLAST2 (Altshul et al.. Methods in Enzvmology 266:460-480 (1996)). Those comparisons resulting in a 
BLAST score of 70 (or in some cases 90) or greater that did not encode known proteins were clustered and 
assembled into a consensus DNA sequence with the program "phrap" (Phil Green, University of Washington, 
Seattle, Washington). Hie consensus sequence obtained therefrom is herein designated DNA56749. 
10 In light of flie sequence homology between the DNA56749 sequence and an ESt sequence contained 

within the fiicyte EST clone no.4111192,the Incyte EST clone no. 411 1192 was purchased and the cDNA insert 
was obtained and sequenced. The sequence of this cDNA insert is shown in Figure 127 and is herein designated 
as DNA66658-1584. 

Clone DNA66658-1584 contains a single open reading frame with an apparent translational initiation 
15 site at nucleotide positions 9-11 and ending at the stop codon at nucleotide positions 780-782 (Figure 127). The 
predicted polypeptide precursor is 257 amino acids long (Figure 128). The full-lengtiti PR01328 protein shown 
in Figure 128 has an estimated molecular weight of about 28,472 daltons and a pi of about 9.33. Analysis of 
the full-length PR01328 sequence shown in Figure 128 (SEQ ED NO:225) evidences the presence of the 
following: a signal peptide from about amino acid 1 to about amino acid 19, transmembrane domains from about 
20 amino acid 32 to about amino acid 51, from about amino acid 1 19 to about amino acid 138, from about amino 
acid 1 52 to about amino acid 169 and from about amino acid 216 to about amino acid 235, a glycosaminoglycan 
attachment site from about amino acid 120 to about amino acid 123 and soditmi/nuerottansmitter ssmiporter 
family protein homolos^ block from about amino acid 31 to about amino acid 65. Clone DNA66658-1584 has 
been deposited with ATCC on Septenober 15, 1998 and is assigned ATCC deposit no. 203229. 
25 An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 

alignment analysis of the full-length sequence shown in Figure 128 (SEQ ID NO:225), evidenced significant 
homology between the PR01328 amino acid sequence and the following Dayhoff sequences: CEVF36H2L_2, 
TIP2_TOBAC, AB009466_16, ATU39485_1, P_R60153, P_R77082, S73351, C69392, LEU95008_1 and 
B64667. 

30 

EXAMPLE 68 : Isolation of cDNA clones Encoding Human PR01325 

Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 
cluster sequence from the Incyte database, designated Incyte EST cluster sequence no. 139524. TMs EST cluster 
sequence was then compared to a variety of expressed sequence tag (EST) databases which included public EST 
35 databases (e.g. , GenBank) and a proprietary EST DNA database (Lifeseq®, Incyte Hiarmaceuticals, Palo Alto, 
CA) to identify existing homologies. The homology search was performed using the computer program BLAST 
or BLAST2 (Altshul et al., Methods in Enzvmology 266:460-480 (1996)). Those comparisons resulting in a 
BLAST score of 70 (or in some cases 90) or greater that did not encode known proteins were clustered and 
assembled into a consensus DNA sequence with the program "phr^" (Phil Green, University of Washington, 



Seattle, Washington). The consensus sequence obtained therefrom is herein designated DNA56115. 

In light of the sequence homology between the DNA561 15 sequence and an EST sequence contained 
within the Incyte EST clone no . 3744079, the Incyte EST clone no. 3744079 was purchased and the cDNA insert 
was obtained and sequenced. The sequence of this cDNA insert is shown in Figure 129 and is herein designated 
asDNA66659-1593. 

5 Clone DNA66659-1593 contains a single open reading frame with an apparent translational initiation 

site at nucleotide positions 51-53 and ending at the stop codon at nucleotide positions 2547-2549 (Figure 129). 
The predicted polypeptide precursor is 832 amino acids long (Figure 130). The full-length PR01325 proteiu 
shown in Figure 130 has an estimated molecular weight of about 94,454 daltons and a pi of about 6.94. Analysis 
of the fiill-length PR01325 sequence shown in Figure 130 (SEQ ID NO:227) evidences the presence of the 

10 following: a signal peptide from about amino acid 1 to about amino acid 18 , transmembrane domains from about 
amino acid 292 to about amino acid 317, from about amino acid 451 to about amino acid 470, from about amino 
acid 501 to about amino acid 520, from about amino acid 607 to about amino acid 627 from about amino acid 
751 to about amino acid 770, a leucine zipper pattern sequence from about amino acid 497 to about amino acid 
518 and potential N-glycosylation sites from about amino acid 27 to about amino acid 30, from about amino acid 

15 54 to about amino acid 57, from about ammo acid 60 to about amino acid 63, from about amino acid position 
123 to about ammo acid position 126, from about amino acid position 141 to about amino acid position 144, 
from about amino acid position 165 to about amino acid position 168, from about ammo acid position 364 to 
about amino acid position 367, from about amino acid position 476 to about amino acid position 479, from about 
amino acid position 496 to about amiao acid position 499, from about amino acid position 572 to about amino 

20 acid position 575, from about amino acid position 603 to about amino acid position 606 and ftom about amino 
acid position 699 to about amino acid position 702. Clone DNA66659-1593 has been deposited with ATCC on 
September 22, 1998 and is assigned ATCC deposit no. 203269. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the fiill-length sequence shown in Figure 130 (SEQ ID NO:227), evidenced significant 

25 homology between the PR01325 amino acid sequence and the following Dayhoff sequences: CELR04E5_1, 
CELZK721_5, CELC30E1_5, CBLC30E1_6, CELC30E1_2, CEY37H2C_1, CELC30E1_7, CELT07H8_7 and 
E64006. 

EXAMPLE 69 : Isolation of cDNA clones Encoding Human PRO1340 

30 Usmg the method set forth in Example 1 above, Incyte EST no. 878906 was identified as a sequence 

of interest having a BLAST score of 70 or greater that does not encode a known protein. The nucleotide 
sequence of EST no. 878906 is designated herein "DNA42809". Based on the DNA42809 sequence, 
oligonucleotides were synthesized: 1) to identify by PGR a cDNA library that contained the sequence of interest, 
and 2) for use as probes to isolate a clone of the full-length coding sequence for PRO1340. 

35 PGR primers (forward and reverse) were synthesized: 

forward PGR primer TCCAGGTGGACCCCACTTCAGG (42809.fl; SEQ ID NO:270) 
reverse PGR primer GGGAGGCTTATAGGCCGAATGTGG (42809.rl; SEQ ID NO:271) 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the DNA42809 
sequence which had the following nucleotide sequence: 



hybridization probe GGCTTCAGCAGCACGTGTGAAGTCGAAGTCGCAGTCACAGATATCAATGA 
(42809.pl; SEQ ID NO:272) 

In order to screen several libraries for a source of a fiall-length clone, DNA from the libraries was 
screened by PGR amplification with the PGR primer pair identified above. A positive library was then used to 
isolate clones encoding the PRO 1340 gene using the probe oligonucleotide and one of the PGR primers. RNA 
5 for construction of the cDNA libraries was isolated from human fetal kidney tissue. 

DNA sequencing of die clones isolated as described above gave the full-length DNA sequence for 
PRO1340 (designated herein as DNA66663-1598 [Figure 131, SEQ ID NO:228]; and the derived protein 
sequence for PRO1340. 

The entire coding sequence of PRO1340 is shown in Figure 13 1 (SEQ ID NO:228). Clone DNA66663- 
10 1598 contains a single open reading frame with an apparent translational initiation site at nucleotide positions 
128-130 and an apparent stop codon at nucleotide positions 2549-2551. The predicted polypeptide precursor 
is 807 amino acids long. The ftill-length PRO1340 protein shown in Figure 132 has an estimated molecular 
weight of about 87,614 daltons and a pl of about 4.83. Additional features include: a signal peptide at about 
amino acids 1-18; a transmembrane domain at about amino acids 762-784; a cell attachment sequence at about 
15 amino acids 492-494; potential N-glycosylation sites at about amino acids 517-520, 602-605 and 700-703; and 
cadherin extracellular repeat domains at about amino acids 307-351, 324-348, 67-103, 97-141 and 114-138. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 132 (SEQ ID NO:229), revealed significant 
homology between the PRO1340 amino acid sequence and Dayhoff sequence no. 146536. Homology was also 
20 revealed between the PRO1340 amino acid sequence and the following Dayhoff sequences: S55396, 
RATPDRPT_1, CADD_CHICK, CAD1_CHICK, CADB_CfflCK, 150180, CAD4_CHIC3C G02878, and 
DSCl_MOUSE. 

Qone DNA66663-1598 has been deposited wifli ATCC and is assigned ATCC deposit no. 203268. 

25 EXAMPLE 70 : Isolation of cDNA clones Encoding Human PR01339 

A consensus DNA seqtience was assembled relative to other EST sequences using pbxap as described 
in Example 1 above. This consensus sequence is designated herein •'DNA40652''. Within the consensus 
sequence assembly was Incyte EST 2479394. Based on the consensus sequence and other discoveries and 
information provided herein, the clone including Incyte EST 2479394 was purchased and sequenced in full. 

30 Sequencing provided the nucleic acid sequence shown in Figure 133 which includes the sequence encoding 
PR01339. 

Clone DNA66669-1597 contains a single open reading frame with an apparent translational initiation 
site at nucleotide positions 9-11 and an apparent stop codon at nucleotide positions 1272-1274 of SEQ ID 
NO:233. The predicted polypeptide precursor is 421 amino acids long. The signal peptide is at about amino 
35 acids 1-16 of SEQ ID NO:234. The region conserved in zinc carboxypeptidases and the N-glycosylation site 
are indcated ia Figure 134. Clone DNA6666^1597 has been deposited with the ATCC and is assigned ATCC 
deposit no. 203272. The fidl-length PR01339 protein shown in Figure 134 has an estimated molecular weight 
of about 47,351 daltons and a pi of about 6.61. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 seqvience 



alignment analysis of the full-length sequence shown in Figure 1 34 (SEQ ID NO: 234) , revealed sequence identity 
between the PR01339 amino acid sequence and the following Dayhoff sequences (data incorporated herein): 
P_W01505, CBP1_HUMAN, HSA224866_1, P_R90293, YHT2_YEAST, CEF02D8_4, CEW01A8_6, 
P_W36815, HSU83411_1 and CBPN_HUMAN. 

5 EXAMPLE 71 : Isolation of cDNA clones Encoding Human PR01337 

Using the method described in Example 1 above, a single Incyte EST was identified (EST No. 1747546) 
and also referred to herein as ''DNA4417''. To assemble a consensus sequence, repeated cycles of BLAST and 
phrap were used to extend the DNA4417 sequence as far as possible using the sources of EST sequences 
discussed above. The consensus sequence is designated herein as "DNA45669''. Based on the DNA45669 
10 consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library tiiat contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PR01337. 

PCR primers (forward and reverse) were synthesized: 
forward PCR T>rimers : CAACCATGCAAGGACAGGGCAGG (45669.fl; SEQ ED NO:237) and 
15 CTTTGCTGTTGGCCTCTGTGCTCCCAACCATGCAAGGACAGGGCAGG (45669.rl ; SEQ ID NO:238); 
reverse PCR primers : TGACTCGGGGTCTCCAAAACCAGC (45669.rl; SEQ ID NO:239) and 
GGTATAGGCGGAAGGCAAAGTCGG (45669.r2; SEQ ED NO:240); 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus 
DNA45669 sequence which had the following nucleotide sequence: 
20 hybridization probe : GGCATCTTACCTTTATGGAGTACTCTTTGCTGTTGGCCTCTGTGCTCC (45669.pl; 
SEQ ID NO:241). 

la order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification witibi the PCR primer pak identified above. A positive library was then used to 
isolate clones encoding the PR01337 gene using the probe oligonucleotide and one of the PCR primers. RNA 
25 for construction of the cDNA libraries was isolated from human tissue. 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PR01337 (designated herem as DNA66672-1586 [Figure 135, SEQ ID NO:235I; and the derived protein 
sequence for PR01337. 

The entu-e coding sequence of PR01337 is shown in Figure 135 (SEQ ID NO:235). Clone DNA66672- 
30 1586 contains a single open reading frame with an apparent translational initiation site at nucleotide positions 
60-62 and an apparent stop codon at nucleotide positions 13 1 1-13 13. The predicted polypeptide precursor is 417 
amino acids long. The full-length PR01337 protein shown in Figure 136 has an estimated molecular weight of 
about 46,493 daltons and a pl of about 9.79. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
35. alignment analysis of the full-length sequence shown m Figure 136 (SEQ ID NO:236) revealed significant 
homology between the PR01337 amino acid sequence and the Dayhoff sequence THBG_HUMAN. Homology 
was also found between the PR01337 amino acid sequence and the following Dayhoff sequences: 
KAIN_HUMAN, HSACT1_1, IPSP_HUMAN, G02081, HAMHPP_1, CPI6_RAT, S31507, AB000547_1, and 
KBP_MOUSE. 
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Qone DNA66672-1586 was deposited with the ATCC on September 22, 1998, and is assigned ATCC 
deposit no. 203265. 

EXAMPLE 72 : Isolation of cDNA clones Encoding Human PR01342 

A cDNA sequence isolated in the amylase screen described in Example 2 above is herein designated 
5 DNA43203. The DNA43203 sequence was then compared to a variety of expressed sequence tag (EST) 
databases which included public EST databases (e.g., GenBank) and proprietary EST DNA databases 
(LEFESEQTM, Incyte Phannaceuticals, Palo Alto, CA; Genentech, South San Francisco, CA) to identify 
existing homologies. The homology search was performed using the computer program BLAST or BLAST2 
(Altshul et al. , Methods in Enzvmology 266:460-480 (1996)). Those comparisons resulting in a BLAST score 
10 of 70 (or in some cases 90) or greater that did not encode known proteins were clustered and assembled into 
consensus DNA sequences with the program "phre^)" (Phil Green, University of Washington, Seattle, 
Washington). The consensus sequence obtained therefrom is designated herein as "DNA48360''. 
jf rr Based on the DNA48360 sequence, oligonucleotide probes were generated and used to screen a human 

; i^^ esophageal tissue library prepared as described in paragraph 1 of Exanq}le 2 above. The cloning vector was 
fS\5 pRK5B (pRK5B is a precursor of pRK5D that does not contain the Sfil site; see. Holmes et al.. Science . 

253:1278-1280 (1991)), and the cDNA size cut was less than 2800 bp. 
[^,4 PCR primers (forward and reverse) were synthesized: 

i P forward PCR primer : 5'-GAAGCACCAGCCTTTATCTCTTCACC-3' (48360.fl; SEQ ID NO:244) 

L reverse PCR primer: 5'- GTCAGAGTTGGTGGCTGTGCTAGC-3' (48360.rl; SEQ ID NO:245) 

i: Li20 Additionally, a synthetic oligonucleotide hybridization probe was constructed from the DNA48360 sequence 

II ''^ which had the following nucleotide sequence: 

i^ j hybridization probe : 

! 5'GGACCCAGGCATCTTGCTTTCC\GCCACAAAGAGACAGATGAAGATGC-3 (48360.pl; SEQ ED 

NO:246) 

25 In order to screen several libraries for a source of a fiill-length clone, DNA from the libraries was 

screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PRO 1342 gene using the probe oligonucleotide and one of the PCR primers. 

A full length clone was identified that contained a single open reading frame with an apparent 
translational initiation site at nucleotide positions 239-241, and a stop signal at nucleotide positions 2027-2029 

30 (Figure 137; SEQ ID NO:242). The predicted polypeptide precursor is 596 amino acids long has a calculated 
molecular weight of approximately 57, 173 daltons and an estimated pl of approximately 4.82. Additional features 
include: signal sequence at about amino acids 1-20; a transmembrane domain at about amino acids 510-532; a 
potential N-glycosylation site at about amino acids 25-28; a glycosaminoglycan attachment site at about amino 
acids 325-328; and bacterial ice-nucleation protein octamer repeats at about amino acids 284-337, 404-457, 254- 

35 307, 359-412, 194-247, 239-292, 299-352, 134-187, 314-367, and 164-217. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 138 (SEQ ID NO:243), evidenced some 
homology between the PR01342 amino acid sequence and the following Dayhoff sequences: CELZC178_2, 
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LMSAP2GN_1, D88734_, AMYH_YEAST, MMDSPPG_1, VGLX_HSVEB, S52714. CELF59A6_5, 
CELK06A9_3, and YM96_YEAST. 

Clone DNA66674-1599 was deposited with the ATCC on September 22, 1998, and is assigned ATCC 
deposit no. 203281. 

EXAMPLE 73 : Isolation of cDNA clones Encoding Human PR01343 

A cDNA sequence isolated in the amylase screen described in Example 2 above was found, by the WU- 
BLA.ST2 sequence alignment computer program, to have no significant sequence identity to any known human 
encoding nucleic acid. This cDNA sequence is herein designated DNA48921 . Probes were generated from the 
sequence of the DNA48921 molecule and used to screen a human smooth muscle cell tissue library prq)ared 
as described in paragraph 1 above. The clonmg vector was pRK5B (pRK5B is a precursor of pRK5D that does 
not contain the Sfil site; see, Hohnes et al.. Science . 253:1278-1280 (1991)), and the cDNA size cut was less 
than 2800 bp. 

The oligonucleotide probes employed were as follows: 
forward PGR nrimer (48921 .fl) 5'-CAATATGCATCTTGCACGTCTGG-3' (SEQ ID NO:249) 
reverse PCR prrnier (48921.rl) 5'-AAGCTTCTCrGCTTCCTTTCCTGC-3' (SEQ ID NO:250) 

hybridization probe (48921 .pi) 

5'-TGACCCCATTGAGAAGGTCATTGAAGGGATCAACCGAGGGCTG-3' (SEQ ID NO:251) 

A full length clone was identified that contained a single open reading frame with an apparent 
translational initiation site at nucleotide positions 71-73 and a stop signal at nucleotide positions 812-814 (Figure 
139, SEQ ID NO:247). The predicted polypeptide precursor is 247 amino acids long, has a calculated molecular 
weight of approximately 25,335 daltons and an estimated pi of approximately 7.0. Analysis of the Mi-length 
PR01343 sequence shown in Figure 140 (SEQ ID NO:248) evidences the presence of the following: a signal 
peptide from about amino acid 1 to about amino acid 25 and a homologous region to circumsporozoite repeats 
from about amino acid 35 to about amino acid 225. Clone DNA66675-1587 has been deposited with ATCC on 
September 22, 1998 and is assigned ATCC deposit no. 203282. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the fiill-Iength sequence shown in Figure 140 (SEQ ID NO:248), evidenced significant 
homology between the PRO 1343 amino acid sequence and the following Dayhoff sequences: CSP_PLACC, 
CEF25H8_2, U88974_40, BNAMRNAA_1, BOBOPC3_l, S58135, AF061832_1, BHU52040_1, 
HUMPROFILE l and MTV023_14. 

Additionally, an hicyte EST clone (Incyte EST clone no. 4701 148) having homology to the DNA48921 
sequence was obtamed and the insert sequenced, thereby giving rise to the DNA66675-1587 sequence shown 
ia Figure 139. 

EXAMPLE 74: Isolation of cDNA clones Encoding Human PRm48n 

Using the methods described in Example 1 above, Incyte EST Nos. 550415 and 1628847 were identified 
as sequences of interest having BLAST scores of 70 or greater that did not encode known proteins. These 
sequences were clustered and assembled mlo a consensus DNA sequence with the program "phrap" (Phil Green, 
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University of Washington, Seattle, Washington). This consensus sequence is designated herein as "DNA1395". 
In addition, the "DNA1395'' consensus sequence was extended using repeated cycles of BLAST and phrap to 
extend the consensus sequence as far as possible using the sources of EST sequences discussed above. The 
extended consensus sequence is designated herein as "DNA40642". Based on the DNA40642 consensus 
sequence, oligonucleotides were sjmthesized: 1) to identify by PGR a cDNA library that contained the sequence 
5 of interest, and 2) for use as probes to isolate a clone of the Mi-length coding sequence for PRO1480. 
PGR primers (forward and reverse) were synthesized: 
forward PGR primer : AGGGCGTGCAGAATCTGCTCCTGG (40642.fl; SEQ ID NO:254) 
reverse PGR primers : TGAAGCCAGGGCAGGGTCCTGTGG (40642.t1; SEQ ID NO:255); 
GTAGAGGCTGGAGTTGGC (40642.r2; SEQ ID NO:256) 
10 Additionally, synthetic oligonucleotide hybridization probes were constructed from the consensus 

DNA40642 sequence which bad die following nucleotide sequence: 

hybridization probes : AGAAGGCATGTGAGCAAGTCGAGTTGCAGCGGAACACAGTG (40642.pl ; SEQ ID 
I NO:257); GAGCrGCAGATCTTCTCATCGGGAGAGCCCGTGCAGAATCTGGTC (40642.p2; SEQ ID 
i NO:258). 

;fl5 In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 

;.| screened by PGR amplification with the PGR primer pair identified above. A positive library was then used to 
,fi isolate clones encoding the PRO1480 gene using die probe oligonucleotide and one of the PGR primers. RNA 
for construction of the cDNA libraries was isolated from human fetal kidney tissue. 

DNA sequencing of the clones isolated as described above gave the ftdl-length DNA sequence for 
1,120 PRO1480, designated herein as DNA67962-1649 [Figure 141, SEQ ID NO:252]; and the derived protein 
, sequence for PRO1480. 

;| Theentu«codingsequenceofPRO1480isshowninFiguiel41 (SEQroNO:252). GloiieDNA67962- 

' 1649 contains a single open reading frame with an apparent translational initiation site at nucleotide positions 
241-243 and an apparent stop codon at nucleotide positions 2752-2754. The predicted polypeptide precursor 
25 is 837 amino acids long. The fiill-length PRO1480 protein shown in Figure 142 has an estimated molecular 
weight of about 92,750 daltons and a pl of about 7.04. Additional features include: transmembrane domains 
at about amino acids 23-46 (type IT) and 718-738; potential N-glycosylation sites at about amino acids 69-72, 
96-99, 165-168, 410-413, 525-528, and 630-633; and a leucine zipper pattern at about amino acids 12-33. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
30 alignment analysis of die fiill-length sequence shown in Figure 142 (SEQ ID NO:253), revealed significant 
homology between the PRO 1480 amino acid sequence and Dayhoff sequence 148746. Homology was also shown 
between the PRO1480 amino acid sequence and the following Dayhoff sequences: S66498; P_W17658; 
MMU69535_1 ; HSU60800_1 ; 148745; A49069; 148747; GGU28240_1 ; and AF022946_1 . 

Glone DNA67962-1649 has been deposited with ATGG and is assigned ATGG deposit no. 203291. 

35 

EXAMPLE 75 : Isolaflon of cDNA clones Encoding Human PR01487 

A single Merck EST, HSC2ID011, referred herein as "DNA8208'', was identified as an EST of interest 
having a BLAST score of 70 or greater that did not encode a known protein as described in Example 1 above. 
The DNA8208 sequence was extended using repeated cycles of BLAST and the program "phrap" (Phil Green, 



University of Washington, Seattle, Washington) to extend the sequence as far as possible using the sources of 
EST sequences discussed above. The resulting consensus sequence is designated herein as ''DNA68836''. Based 
on the DNA68836 consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library 
that contained the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding 
sequence for PRO 1487. 
5 PCR primers (forward and reverse) were synthesized: 

forward PCR primer : GTGCCACTACGGGGTGTGGACGAC (54209.fl; SEQ ID NO:26I) and 
reverse PCR primer TCCCATTTCTTCCGTGGTGCCCAG (54209.rl; SEQ ID NO:262) 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus 
DNA68836 sequence which had the following nucleotide sequence: 
10 hybridization tjrobe CCAGAAGAAGTCCTTCATGATGCTCAAGTACATGCACGACCACTAC (54209.pl; 
SEQ ID NO:263) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
;| isolate donesencodmg the PR01487 gene vising the probe oligonucleotide and one of the PCR prii^ RNA 
w45 for construction of the cDNA libraries was isolated himian fetal kidney tissue. 

Ivi DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 

A PR01487 (designated herem as DNA68836-1656 (Figures 143A-B; SEQ ID NO:259) and the derived protein 
sequence for PR01487 (Figure 144; SEQ ID NO:260). 

The entire coding sequence of PR01487 is shown in Figures 143A-B (SEQ ID NO:259). Clone 
1 120 DNA68836-1656 contams a single open reading frame with an apparent translational initiation site at nucleotide 
positions 489-491 and an apparent stop codon at nucleotide positions 2895-2897. The predicted polypeptide 
precursor is 802 amino acids long ITie full-length PR01487 protem shown in Figure 144 has an estimated 

■A- 

molecular weight of about 91 ,812 daltons and a pi of about 9.52. Additional features uiclude a signal peptide 
at about amino acids 1-23; potential N-glycosylation sites at about amino acids 189-192, 623-626, and 796-799; 

25 and a cell attachment sequence at about amino acids 62-64. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 144 (SEQ ID NO:260), revealed significant 
homology between the PR01487 amiao acid sequence and the following Dayhoff sequences: CET24D1_1, 
S44860, CELC02H6_1, CEC38H2_3, CELC17A2_5, CET09E1I_10, CEE03H4_3, CELT22B11_3, 

30 GGU82088_1 , and CEF56H6_1 . 

Clone DNA68836-1656 was deposited with the ATCC on November 3, 1998, and is assigned ATCC 
deposit no. 203455. 

35 EXAMPLE 76 : Isolation of cDNA clones Encoding Human PR01418 

Use of the signal sequence algorithm described m Example 3 above allowed identification of an EST 
cluster sequence from an Incyte database. This EST cluster sequence was then compared to a variety of 
expressed sequence tag (EST) databases which included public EST databases (e.g. , GenBank) and a proprietary 
EST DNA database (LIFESEQ®, Incyte Pharmaceuticals, Palo Alto, CA) to identify existing homologies. One 
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or more of the ESTs was derived from a placenta tissue library. The homology search was performed using the 
coirqputer program BLAST or BLAST2 (Altshul et al.. Methods in Enzymology 266:460-480 (1996)). Those 
comparisons resulting in a BLAST score of 70 (or in some cases 90) or greater that did not encode known 
proteins were clustered and assembled into a consensus DNA sequence with the program "phrap" (Phil Green, 
University of Washington, Seattle, Washington). The consensus sequence obtained therefrom is herein 
5 designated DNA58845. 

In light of the sequence homology between liie DNA58845 sequence and an EST included in Incyte 
clone 1306026, that clone was purchased and the cDNA insert was obtained and sequenced. The sequence of 
this cDNA insert is shown in Figure 145 and is herein designated as DNA68864-1629. 

The fiill length clone shown in Figure 145 contained a single open reading frame with an apparent 

10 translational initiation site at nucleotide positions 138-140 and endmg at die stop codon found at nucleotide 
positions 1188-1190 (Figure 145; SEQ ID NO:264). The predicted polypeptide precursor (Figure 146, SEQ 
ID NO:265) is 350 amino acids long with a signal peptide at about amino acids 1-19 of SEQ ID NO:265. 

I PR01418 has a calculated molecular weight of jqjproximately 39,003 daltons and an estimated pl of 

I approximately 5.59. Clone DNA68864-1629 was deposited with the ATCC on September 22, 1998 and is 

^15 assigned ATCC deposit no. 203276. 

,1 An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 

V: alignment analysis of the full-length sequence shown in Figure 146 (SEQ ID NO:265), revealed sequence identity 
between the PR01418 amino acid sequence and the following Dayhoff sequences (data incorporated herein): 
AGA1_HAEIN (immunoglobulin al protease precursor), P_W03740, CELT23E7_1, SSN6_YEAST, 
^0 MMPININ 1, AB00993 1, P R52601, S22624, A10377_l and MUA1_XENLA. 

i, 
fr 

% EXAMPLE 77 : Isolation of cDNA clones Encoding Human PR01472 

An Incyte sequence was identified and put in a conqniter to determine whether it had homology with 
other proteins in databases. The EST databases included public EST databases (e.g., GenBank), and the 

25 proprietary EST database (LIFESEQ®, Incyte Pharmaceuticals, Palo Alto, CA). The search was performed 
using the computer program BLAST or BLAST2 [Altschul et al., Mefliods inEnzvmology . 266:460-480 (1996)] 
as a conq>arison of the ECD protein sequences to a 6 frame translation of the EST sequences. Those 
con5)arisons resulting in a BLAST score of 70 (or in some cases, 90) or greater that did not encode known 
proteins were clustered and assembled into consensus DNA sequences with the program "phr^" (Phil Green, 

30 University of Washington, Seattle, Washington). 

A consensus DNA sequence encoding PRO 1472 was assembled relative to other EST sequences using 
phrap. This consensus sequence is designated herein "DNA62824''. Based on the DNA62824 consensus 
sequence and other discoveries and information provided herein, the Incyte clone including EST 1579843 (from 
a duodenal tissue library) found in the assenibly was purchased and sequenced in fiill. 

35 Sequencing provided the entire coding sequence of PR01472 as shown in Figure 147 (SEQ ID 

NO:266). Clone DNA68866-1644 contams a single open reading frame with an apparent translational initiation 
site at nucleotide positions 134-136 and an apparent stop codon at nucleotide positions 1532-1534 of SEQ ID 
NO:266. Hie predicted polypeptide precursor is 466 amino acids long. As indicated m Figure 148, the signal 
peptide is at about amino acid positions 1-17 and the transmembrane domains are at about positions 13 1-150 and 
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235-259 of SEQ ID NO:267. Clone DNA68866-1644 has been deposited with ATCC and is assigned ATCC 
deposit no. 203283. The Ml-length PR01472 protein shown in Figure 148 has an estimated molecular weight 
of about 52,279 daltons and a pi of about 6.16. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), vising a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 148 (SEQ ID NO:267) , revealed sequence identity 
5 between the PR01472 amino acid sequence and the following Dayhoff sequences (data incorporated herem): 
BUTY_HUMAN, HS45P21_1, HS45P21_3, HS45P21_5, HS45P21_4, HSU90142_1, HSU90546_1, 
AF033107_1, MMHC135G15_7 andHSB73_l. 

EXAMPLE 78 : Isolation of cDNA clones Encoding Human PR01461 
10 Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 

cluster sequence from the LIFESEQ® database, designated Incyte EST Cluster No. 159103, and also referred 
to herein as ''DNA10747''. The DNA10747 sequence was then compared to a variety of EST databases which 
included public EST databases (e.g., GenBank) and the LIFESEQ® database, to identify existing homologies, 
t The homology search was performed using the computer program BLAST or BLAST2 (Altshul et al. , Methods 
h 15 in Enzvmology 266:460-480 (1996)). Those comparisons resulting in a BLAST score of 70 (or in some cases 
I 90) or greater that did not encode known proteins were clustered and assembled into a consensus DNA sequence 
fV with the program "phrap" (Phil Green, University of Washington, Seattle, Washington). One or more of the 
i-- ESTs used in the assembly was derived from a library constructed from pancreatic tumor tissue. The consensus 

sequence obtained therefrom is herein designated "DNA59553''. 
120 In light of the sequence homology bet\>/een the D1SLA59553 sequence and an EST sequence contained 

! within Incyte EST no. 2944541 , the EST clone was purchased and the cDNA insert was obtained and sequenced. 
The sequence of this cDNA insert is shown in Figure 149 and is herein designated as E)NA68871-1638. 

The fiill length clone shown in Figure 149 contained a single open reading frame with an apparent 
translational initiation site at nucleotide positions 32-34 and ending at the stop codon found at nucleotide positions 
25 1301-1303 (Figure 149; SEQ ID NO:268). The predicted polypeptide precursor (Figure 150, SEQ ID NO:269) 
is 423 amino acids long. PR01461 has a calculated molecular weigbt of ^)proxmiately 47,696 daltons and an 
estimated pi of approxmiately 8.96. Additional features include: a type n transmembrane domain at about amino 
acids 21^0; an ATP/GTP-binding site motif A (P-loop) at about amino acids 359-366; a trypsin family histidine 
active site at about amino acids 228-233; potential N-myristoylation sites at about amino acids 179-184, 213-218, 
30 317-322, and 360-365; and potential N-glycosylation sites at about amino acids 75-78, 166-169 and 223-226. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown m Figure 150 (SEQ ID NO:269), revealed significant 
homology between the PR01461 amino acid sequence Dayhoff sequence no. P_R89435. Homology was also 
found to exist between the PR01461 amino acid sequence and the following additional Dayhoff sequences: 
35 AB002134_1, P_R89430, P_W22987, HEPS_MOUSE, ENTK_HUMAN, P_W22986, KAL_MOUSE, 
ACRO_PIG, p_R57283, and TRY7_ANOGA. 

Clone DNA68871-68871 was deposited with the ATCC on September 22, 1998, and is assigned ATCC 
deposit no.203280. 
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EXAMPLE 79 : Isolation of cDNA clones Encoding Human PRO1410 

Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 
cluster sequence from the Incyte database, designated Incyte EST cluster sequence no. 98502. This EST cluster 
sequence was then compared to a variety of expressed sequence tag (EST) databases which included public EST 
databases (e.g. , GenBank) and a proprietary EST DNA database (LIFESEQ®, Incyte Pharmaceuticals, Palo Alto, 
CA) to identify existing homologies. The homology search was performed using the computer program BLAST 
or BLAST2 (Altshul at al.. Methods in Enzvmologv 266:460-480 (1996)). Those comparisons resulting in a 
BLAST score of 70 (or in some cases 90) or greater that did not encode known protems were clustered and 
assembled into a consensus DNA sequence with the program "phrap" (Phil Green, University of Washington, 
Seattle, Washington). The consensus sequence obtained therefrom is herein designated DNA56451. 

In light of the sequence homology between the DNA56451 sequence and an EST sequence contained 
within the Incyte EST clone no. 1257046, the Incyte EST clone 125046 was purchased and the cDNA insert was 
obtained and sequenced. The sequence of tins cDNA insert is shown in Figure 151 and is herein designated as 
DNA68874-1622. 

Clone DNA68874-1622 contains a single open readmg frame with an apparent translational mitiation 
site at nucleotide positions 152-154 and ending at the stop codon at nucleotide positions 866-868 (Figure 151). 
The predicted polypeptide precursor is 238 amino acids long (Figure 152). The full-length PRO1410 protein 
shown in Figure 152 has an estimated molecular weight of about 25 ,262 daltons and a pl of about 6.44 . Analysis 
of the fall-length PRO1410 sequence shown m Figure 152 (SEQ ID NO:271) evidences the presence of the 
following: a signal peptide from about amino acid 1 to about amino acid 20, a transmembrane domain from about 
amino acid 194 to about amino acid 220 and a potential N-glycosylation site from about amino acid 132 to about 
amino acid 135. Clone DNA68874-1622 has been deposited with ATCC on September 22, 1998 and is assigned 
ATCC deposit no. 203277 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-l«igth sequence shown in Figure 152 (SEQ ID NO:271), evidenced significant 
homology between the PRO1410amino acid sequence and the following Dayhoff sequences: 148652, P_R76466, 
HSMHC3W36A_2, EPB4_HUMAN, P_R14256, EPA8_MOUSE, P_R77285, P_W13569, AF000560_1, and 
ASF1_HELAN. 

EXAMPLE 80 : Isolation of cDNA clones Encoding Human PRO 1568 

A consensus DNA sequence was assembled relative to other EST sequences using phrap to form an 
assembly as described in Example 1 above. The consensus sequence is designated herein "DNA54208" . Based 
on flie DNA54208 consensus sequence, the assembly and other information and discoveries provided herein, a 
clone including an EST in the assembly was ordered and sequenced. The EST is Incjrte 3089490. Sequencing 
in fiill gave the sequence shown in Figure 153, 

The entire coding sequence of PR01568 is included in Figure 153 (SEQ ID NO:272). Clone 
DNA68880-1676 contains a single open reading frame with an apparent translational initiation site at nucleotide 
positions 208-210 and an apparent stop codon at nucleotide positions 1123-1125 of SEQ ID NO:272. The 
predicted polypeptide precursor is 305 amino acids long. The signal peptide, transmembrane regions, N- 
myristoylation and amidation sites are also indicated in Figure 154. Clone DNA68880-1676 has heea. deposited 
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with the ATCC and is assigned ATCC deposit no. 2033 19. The Ml-length PR01568 protein shown in Figure 
154 has an estimated molecular weight of about 35,383 daltons and a pi of about 5.99. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the fiill-length sequence shown in Figure 154 (SEQ ID NO:273), revealed sequence identity 
between the PRO 1568 amino acid sequence and the following Dayhoff sequences (incorporated herein): 
AF089749_1, AF054841_1, NAG2_HUMAN, CD63_HUMAN, CD82_HUMAN, P_W05732, P_R86834, 
A15_HUMAN, P_W27333 and CD37_HUMAN. 

EXAMPLE 81 : Isolation of cDNA clones Encodmg Human PRO1570 

A consensus DNA sequ^ice encoding PRO 1570 was assembled relative to other EST sequences using 
phrap as described in Example 1 above to form an assemby. This consensus sequence is designated herein as 
"DNA65415''. Based on the DNA65415 consensus sequence and other discoveries and information provided 
herein, the clone including Incyte EST 3232285 (from a uterine/colon cancer tissue library) was purchased and 
sequenced in fiill which gave SEQ ID NO:274. 

The entire coding sequence of PRO1570 is nicluded in Figure 155 (SEQ ID NO:274). Clone 
DNA68885-1678 contains a sii^le open reading frame with an apparent translational initiation site at nucleotide 
positions 210-212 and an apparent stop codon at nucleotide positions 1506-1508 of SEQ ID NO:274. The 
predicted polypeptide precursor is 432 amino acids long. Figure 275 shows a number of motifs. Clone 
DNA68885-1678 has been deposited with the ATCC and is assigned ATCC deposit no. 2033 1 1 . The full-length 
PRO1570 protein shown in Figure 156 has an estimated molecular weight of about 47,644 daltons and a pi of 
about 5.18. 

An analysis of tiie Dayhoff database (version 35.45 SwissProt 35), usmg a WU-BLAST2 sequence 
alignment analysis of the fuU-length sequence shown in Figure 156 (SEQ ID NO:275), revealed sequence identity 
between the PRO1570 amino acid sequence and the following Dayhoff sequences (incorporated herein): 
P_W22986, TMS2_HUMAN, HEPS_HUMAN, P_R89435, AB002134_1, KAL_MOUSE, ACRO_HUMAN, 
GEN12917, AF045649_1, and P_W34285. 

EXAMPLE 82 : Isolation of cDNA clones Encoding Human PR01317 

A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 
in Example 1 above. This consensus sequence is designated herein "Consen8865''. In addition, the Consen8865 
consensus sequence was extended using repeated cycles of BLAST and phrap to extend the consensus sequence 
as far as possible using the sources of EST sequences discussed above. The extended consensus sequence is 
designated herein as "DNA63334''. Based on the DNA63334 consensus sequence, oligonucleotides were 
synthesized: 1) to identify by PGR a cDNA library that contained the sequence of interest, and 2) for use as 
probes to isolate a clone of the fuU-length coding sequence for PRO 13 17. 

PGR primers (forward and reverse) were synthesized: 
forward PGR primer : GTGGTGGTGAAATCTGGGGTGGAG (63334.fl; SEQ ID NO:278); and 
reverse PGR primer : GTGTGGTGGTGGCTGTCGAGCCAG (63334.rl; SEQ ID NO:279). 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus 
DNA63334 sequence which had the following nucleotide sequence: 
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hybridization probe : CATCTTGTCATGTACCTGGGAACCACCACAGGGTCGCTCCACAAG (63334.pl; SEQ 
ID NO:280). 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PGR amplification with the PGR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR01317 gene using the probe oligonucleotide and one of the PGR primers. RNA 
5 for construction of the cDNA libraries was isolated from human hippocampal tissue. 

DNA sequencing of the clones isolated as described above gave the fiill-length DNA sequence for 
PR01317 (designated herein as DNA71166-1685 [Figure 157, SEQ ID NO:276]; and the derived protein 
sequence for PR01317. 

The entire coding sequence of PR013 17 is shown in Figure 157 (SEQ ID NO:276). Clone DNA71 166- 
10 1685 contains a single open reading frame with an apparent translational initiation site at nucleotide positions 
105-107 and an apparent stop codon at nucleotide positions 2388-2390. The predicted polypeptide precursor 
is 761 amino acids long and has an estimated molecular weight of about 83,574 daltons and a pl of about 6.78. 

An analysis of the Dayhoff database (version 35.45 SwissPiot 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 158 (SEQ ID NO:277), revealed significant 
,iil5 homology between the PR013 17 amino acid sequence and Dayhoff sequence no. 148745. Homology was also 
il revealed between the PR01317 amino acid sequence the following Dayhoff sequences: 148746, GEN13418, 
"J, P_W58540, P_217657, MUSG1_1, P_471380, U73167_5, HSU33920_1, and GG828240_1. 
f'^ Clone DNA7 1166-1685 was deposited with the ATCC on October 20, 1998, and is assigned ATCC 

deposit no. 203355. 

m 

'I EXAMPLE 83 : Isolation of cDNA clones Encoding Human PRO1780 

The DNA63837.imt sequence was obtained as described in Example 1 above and was extended using 
repeated cycles of BLAST and the program "phrap" (Phil Green, University of Wellington, Seattle) to extend 
the consensus sequence as fer as possible using the sources of EST sequences discussed above. The extended 

25 consensus sequence is designated herein as "DNA63837'*. Based on the DNA63837 consensus sequence, 
oligonucleotides were synthesized: 1) to identify by PGR a cDNA library that contained the sequence of interest, 
and 2) for use as probes to isolate a clone of the full-length coding sequence for PRO1780. 



30 PGR primers (forward and reverse) were synthesized: 

forward PGR primer : TGGGTTTGGTGAGGTACGGGAAGG (63837.fl; SEQ ID NO:283) 

reverse PGR primer : TGAGGGTGGTGTGGAAAGAGAGGG (63837.rl; SEQ ID NO:284) 

Additionally, a synthetic oligonucleotide hybridization probe was constructed fi-om the consensus 

DNA63837 sequence which had the following nucleotide sequence: 
35 hybridization probe: CCCAAAGATGTCCACCTGGCrGCAAATGTGAAAATrGTGGACTGG (63837.pl; 

SEQ ID NO:285) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PGR amplification with the PGR primer pair identified above. A positive library was then used to 
isolate clones encoding the PRO1780 gene using the probe oligonucleotide and one of the PGR primers. RNA 
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for construction of the cDNA libraries was isolated from a human fetal kidney. 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PRO1780 (designated hereia as DNA71169-1709 [Figure 159, SEQ ID NO:281]; and the derived protein 
sequence for PRO1780. 

The entire coding sequence of PRO1780 is shown in Figure 159 (SEQ ID NO:28 1). Clone DNA71 169- 
5 1709 contains a single open reading frame witii an apparent translational initiation site at nucleotide positions 
68-70 and an apparent stop codon at nucleotide positions 1637-1639. The predicted polypeptide precursor is 523 
amino acids long. The full-length PRO 1780 protein shown in Figure 160 has an estimated molecular weight of 
about 59,581 daltons and a pi of about 8.68. Additional features include a signal peptide sequence at about 
amino acids 1-19; a transmembrane domain at about amino acids 483-504; tyrosine phosphorylation sites at about 

10 amino acids 68-74 and 425-433; N-myristoylation sites at about amino acids 16-21, 301-206, 370-375, and 494- 
499; and a leucine zipper pattern at about amino acids 493-514. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
1' alignment analysis of the full-length sequence shown in Figure 160 (SEQ ID NO:282), revealed significant 
homology between the PRO 1780 amino acid sequence and the fbllowmg Dayboff sequences: UDAZJELAJBIT, 
15 CGl^HUMAN, UDllJIUMAN, PR26153, UDBIJRAT, HSU59209_1, AB010872_1, UDB5_MOUSE, 

11 UDB8 HUMAN, and UD14 HUMAN. 

Clone DNA71169-1709 was deposited with the ATCC on November 17, 1998, and is assigned ATCC 
deposit no. 203467. 

izb EXAMPLE 84 : Isolation of cDNA clones Encoding Human PRO 1486 

A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 
i/f in Example 1 above. This consensus sequence is designated herein "DNA48897''. Based on liie DNA48897 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PGR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
25 PR01486. 

PGR primers (forward and reverse) were sjmthesized: 
forward PGR primer 5'AGGCAGCCACCAGCTCTGTGCTAC3' (SEQ ID NO:288); and 
reverse PGR primer 5'GAGAGAGGGAAGATGAGGAAGGGAGAG3' (SEQ ID NO:289). 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus 
30 DNA48897 sequence which had the following nucleotide sequence: 

hybridization probe 5'CTGTGCTACTGCCCTTGGACCCTGGGGACGGAGTGTCTCTGC3' (SEQ ID 
NO:290). 

In order to screen several libraries for a source of a full-length clone, DNA from tiie libraries was 
screened by PGR amplification with the PGR primer pair identified above. A positive library was then used to 
35 isolate clones encoding flie PR01486 gene using the probe oligonucleotide and one of the PGR pruners. RNA 
for construction of the cDNA libraries was isolated from a human adenocarcinoma cell line. 

DNA sequencing of the clones isolated as described above gave the full-lengfli DNA sequence for 
PR01486 and tiie derived protein sequence for PR01486. 

The entire coduig sequence of PR01486 is included m Figure 161 (SEQ ID NO:286). Clone 
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DNA7 1180-1655 contains a single open reading frame with an apparent translational initiation site at nucleotide 
positions 472-474 and an apparent stop codon at nucleotide positions 1087-1089 of SEQ ID NO:286. The 
predicted polypeptide precursor is 205 amino acids long. The signal peptide is at about amino acids 1-32 of 
SEQ ID NO:287. Regions similar to those of Clq and an N-glycosylationi site are located as indicated in Figure 
162. Clone DNA71 180-1655 has been deposited with the ATCC and is assigned ATCC deposit no. 203403. 
5 The full-length PR01486 protein shown in Figure 162hasanestimatedmoleciilarweightofabout21,521 daltons 
and a pi of about 7.07. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), usmg a WU-BLAST2 sequence 
alignment analysis ofthefiill-length sequence shown in Figure 162(SEQIDNO:287), revealed sequence identity 
between the PR01486 amino acid sequence and the following Dayhoff sequences: CERB HUMAN, 
10 CERL_RAT, GEN11893, P_R22263, CA18_HUMAN, C1QC_HUMAN, AF054891_1, A57131, 
HUMClQb2_l, ACR3_M0USE. 

^ EXAMPLE 85 : Isolation of cDNA clones Encoding Human PR01433 

] M A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 

in Example 1 above. This consensus sequence is herein designated DNA45230. Based on the DNA45230 

! 'iu, consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
if the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PR01433. 

PCR primers (forward and reverse) were synthesized: 
20 = forward PCR primer (45230.fn 5'-GCTGACCTGGTrCCCATCTACTCC-3' (SEQ ID NO:293) 
5 ; reverse PCR primer (45230.rn 5'-CCCACAGACACCCATGACACTTCC-3' (SEQ ID NO:294) 
\ $ Additionally, a synthetic oligoiracleotide hybridization probe was constructed from the corisen^ 
sequence which had the following nucleotide sequence 
hybridization probe (45230.pl) 
25 5'-AAGAATGAATTGTACAAAGCAGGTGATCTTCGAGGAGGGCTCCTGGGGCC-3' (SEQ ID NO:295) 
Li order to screen several libraries for a source of a fiiU-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR01433 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human adrenal gland tissue. 
30 DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 

PR01433 (designated herein as DNA71184-1634 [Figure 163, SEQ ID NO:291]; and the derived protein 
sequence for PR01433. 

The entire nucleotide sequence of DNA71 184-1634 is shown in Figure 163 (SEQ ID NO:291). Clone 
DNA71 184-1634 contains a single open reading frame with an apparent translational initiation site at nucleotide 
35 positions 185-187 and ending at the stop codon at nucleotide positions 1349-1351 (Figure 163). The predicted 
polypeptide precursor is 388 amino acids long (Figure 164). The fiall-length PR01433 protein shown in Figure 
164 has an estunated molecular weight of about 43,831 daltons and a pl of about 9.64. Analysis of the fiill- 
length PR01433 sequence shown in Figure 164 (SEQ ID NO:292) evidences the presence of the followmg: a 
transmembrane domam from about amino acid 76 to about amino acid 97, potential N-glycosylation sites from 
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about amino acid 60 to about amino acid 63, from about amino acid 173 to about amino acid 176 and from about 
amino acid 228 to about amino acid 231 and potential N-myristolation sites from about amino acid 10 to about 
amino acid 15, from about amino acid 41 to about amino acid 46, from about amino acid 84 to about amino acid 
89, from about amino acid 120 to about amino acid 125, from about amino acid 169 to about amino acid 174, 
from about amino acid 229 to about amino acid 234, from about amino acid 240 to about amino acid 245, from 
5 about amino acid 318 to about amino acid 323 and from about amino acid 378 to about amino acid 383. Clone 
DNA71 184-1634 has been deposited with ATCC on September 22, 1998 and is assigned ATCC deposit no. 
203266. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 164 (SEQ ID NO:292), evidenced significant 
10 homology between the PR01433 amino acid sequence and the following Dayhoff sequences: CELWOlAl 1_4, 
CEF59A1_4, S67138, MTV050_3, S75135 and S1241 1. 

1- EXAMPLE 86 : Isolation of cDNA clones Encoding Human PRO1490 

vi i A consensus DNA sequence was assenibled relative to other EST sequences using phrap as described 

1|5< ' in Example 1 above. This consensus sequence is herein designated DNA67006. Based on the DNA67006 
■ consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the ftill-length coding sequence for 
PRO1490. 

i ,r PCR primers (forward and reverse) were synthesized: 

JO* forward PCR primer (67006.fl) 5'-CTTCCTCTGTGGGTGGACCATGTG-3' (SEQ ID NO:298) 
j.^ reverse PCR primer (67006.rn 5'-GCCACCTCCATGCTAACGCGG-3' (SEQ ID NO:299) 
I !;* Additionally, a synthetic ohgonucleotide hybridization probe was constructed from the consensus DNA67006 
sequence which had the following nucleotide sequence 
hybridization probe (67006.pl) 
25 5'-CCAAGGTCCTCGCTAAGAAGGAGCTGCTCTACGTGCCCCTCATCG-3' (SEQ ID NO:300) 

la order to screen several libraries for a source of a Mi-length clone, DNA from the libraries was 

screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PRO1490 gene using the probe oligonucleotide and one of the PCR primers. RNA 
30 for construction of the cDNA libraries was isolated from human adrenal gland tissue. 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PRO1490 (designated herein as DNA71213-1659 [Figure 165, SEQ ID NO:296]; and the derived protein 
sequence for PRO1490. 

The entire nucleotide sequence of DNA71213-1659 is shown in Figure 165 (SEQ ID NO:296). Clone 
35 DNA71213-1659 contains a single open reading frame with an apparent translational initiation site at nucleotide 
positions 272-274 and ending at the stop codon at nucleotide positions 1376-1378 (Figure 165). Hie predicted 
polypeptide precursor is 368 amino acids long (Figure 166). The ftill-lengfli PRO 1490 protein shown in Figure 
166 has an estimated molecular weight of about 42,550 daltons and a pi of about 9.11. Analysis of the full- 
length PRO1490 sequence shown in Figure 166 (SEQ ID NO:297) evidences the presence of flie following: a 
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signal peptide from about amino acid 1 to about amino acid 25, transmembrane domains from about amino acid 
307 to about amino acid 323 and from about amino acid 333 to about amino acid 352 and ^osine kinase 
phosphorylation sites from about amino acid 160 to about amino acid 168 and from about amino acid 161 to 
about amino acid 168. Clone DNA71213-1659 has been deposited with ATCC on October 27, 1998 and is 
assigned ATCC deposit no. 203401. 
5 An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 

alignment analysis of the full-length sequence shown in Figure 166 (SEQ ID NO:297), evidenced significant 
homology between the PRO1490 amino acid sequence and the following Dayhoff sequences : A52744_l , S6G478 , 
P_R99249, P_R59712. YBP2_YEAST, S54641, CELT05H4_15, CELF28B3_1, CELZK40_1 and 
YfflGECOLI. 

10 

EXAMPLE 87 : Isolation of cDNA clones Encoding Human PR01482 

A cDNA clone (DNA71234-1651) encoding a native human PR01482 polypeptide was identified by 
; a yeast screen, in a human adrenal gland cDNA library that preferentially represents the 5' ends of the primary 
cDNA clones. 

IS- The full-length DNA71234-1651 clone shown in Figure 167 contains a single open reading frame with 

i iii an apparent translational initiation site at nucleotide positions 33-35 and ending at the stop codon at nucleotide 
i >!' positions 462-464 (Figure 167). The predicted polypeptide precursor is 143 amino acids long (Figure 168). The 
' ' * full-length PR01482 protein shown in Figure 168 has an estimated molecular weight of about 15,624 daltons 
I f and a pi of about 9.58. Analysis of the full-length PR01482 sequence shown in Figure 168 (SEQ ID NO:302) 

20 ' evidences the presence of the followuig: a signal peptide from about amino acid 1 to about amino acid 28. Clone 
DNA71234-1651 has been deposited with ATCC on October 27, 1998 and is assigned ATCC deposit no. 
iO 203402. 

An analysis of die Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analsrsis of the full-length sequence shown in Figure 168 (SEQ ID NO:302), evidenced significant 
25 homology between the PR01482 ammo acid sequence and the fbllowmg Dayhoff sequences: A18267_3. 

EXAMPLE 88 : Isolation of cDNA clones Encoding Human PR01446 

Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 
cluster sequence from the Iac3rte database. This EST cluster sequence was then compared to a variety of 

30 expressed sequence tag (EST) databases which included public EST databases (e.g. , GenBank) and a proprietary 
EST DNA database (LIFESEQ®, hicyte Pharmaceuticals, Palo Alto, CA) to identify existing homologies. One 
or more of the ESTs was derived from a pancreatic islet cell library. The homology search was performed using 
the computer program BLAST or BLAST2 (Altshul et al. , Methods in Enzymology 266:460-480 (1996)). Those 
con^arisons resulting in a BLAST score of 70 (or in some cases 90) or greater that did not encode known 

35 proteins were clustered and assembled into a consensus DNA sequence with the program "phrap" (Phil Green, 
University of Washington, Seattle, Washington). The consensus sequence obtained therefix)m is herein 
designated DNA56514. 

In light of the sequence homology between the DNA56514 sequence and an EST sequence contained 
within the Incyte EST 2380344, the clone including this EST was purchased and the cDNA insert was obtained 
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and sequenced. The sequence of this cDNA insert is shown in Figure 169 and is herein designated as 
DNA71277-1636. 

The full length clone shown in Figure 169 contained a single open reading frame with an apparent 
translational initiation site at nucleotide positions 152-154 and ending at the stop codon found at nucleotide 
positions 479-481 (Figure 169; SEQ ID NO:303). The predicted polypeptide precursor (Figure 170, SEQ ID 
5 NO:304) is 109 amino acids long with a signal peptide at about amino acids 1-15 of SEQ ID NO:304. PRO 1446 
has a calculated molecular weight of approximately 1 1 ,822 daltons and an estimated pi of approximately 8 .63 . 
Clone DNA71277-1636 was deposited with the ATCC on September 22, 1998 and is assigned ATCC deposit 
no. 203285. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
10 alignment analysis of the full-length sequence shown m Figure 170 (SEQ ID NO:304), revealed sequence identity 
between the PR01446 anraio acid sequence and the following Dayhoff sequences (data incorporated herein): 
P53_CANFA, P53_FELCA, LRP1_HSV1F, OSU57338_l, S75842, P_P93722, AF002189_1, B70408, S54309 
^ and S53365. The first in this list is further described in Kraegel, et al.. Cancer Lett .. 92(2):181-186 (1995). 

ifer; EXAMPLE 89 : Isolation of cDNA clones Encoding Human PR01558 

I iji: Use of die signal sequence algorithm described in Example 3 above allowed identification of an EST 

I U cluster sequence firom the Incyte database, designated Incyte EST cluster sequence no. 86390. This EST cluster 
f sequence was then compared to a variety of expressed sequence tag (EST) databases which included public EST 
databases (e.g., GenBank) and a proprietary EST DNA database (Lib JiSEQ®, Incyte Pharmaceuticals, Palo Alto, 
20 CA) to identify existing homologies. The homology search was performed using the computer program BLAST 
yij. or BLAST2 (Altshul et al.. Methods in Enzvmology 266:460-480 (1996)). Those comparisons resulting in a 
^l':^ BLAST score of 70 (or in some cases 90) or greater that did not encode known proteins were clustered and 
assembled into a consensus DNA sequence with the program "phrap" (Phil Green, University of Washington, 
Seatfle, Washington). The consensus sequence obtained tiierefirom is herem designated DNA58842. 

25 

In light of the sequence homology between the DNA58842 sequence and an EST sequence contained 
within the Incyte EST clone no. 3746964, the Incyte EST clone no. 3746964 was purchased and the cDNA insert 
was obtained and sequenced. The sequence of this cDNA insert is shown in Figure 171 and is herein designated 
as DNA71282-1668. 

30 Clone DNA71282-1668 contains a single open reading frame with an apparent translational initiation 

site at nucleotide positions 84-86 and ending at the stop codon at nucleotide positions 870-872 (Figure 171). The 
predicted polypeptide precursor is 262 amino acids long (Figure 172). The full-length PR01558 protein shown 
in Figure 172 has an estunated molecular weight of about 28,809 daltons and a pl of about 8.80. Analysis of 
the hill-length PR01558 sequence shown in Figure 172 (SEQ ID NO:306) evidences the presence of the 

35 following: a signal peptide from about amino acid 1 to about amino acid 25, transmembrane domains from about 
amino acid 8 to about amino acid 30 and from about amino acid 109 to about amino acid 130, a potential N- 
glycosylation site from about amino acid 190 to about amino acid 193, a tyrosine kinase phosphorylation site 
from about amino acid 238 to about amino acid 246, potential N-myristolation sites from about amino acid 22 
to about amino acid 27, from about amino acid 28 to about amino acid 33, from about amino acid 110 to about 
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amino acid 1 15, from about amino acid 205 to about amino acid 210 and from about amino acid 255 to about 
amino acid 260 and amidation sites from about amino acid 31 to about amino acid 34 and from about amino acid 
39 to about amino acid 42. Clone DNA71282-1668 has been deposited with ATCC on October 6, 1998 and is 
assigned ATCC deposit no. 203312. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
5 alignment analysis of the full-length sequence shown in Figure 172 (SEQ ID NO:306), evidenced significant 
homology between the PR01558 amino acid sequence and the following Dayhoff sequences: AF075724_2, 
MXU24657_3, CAMT_EUCGU. MSU20736_1, P_R29515, B70431, JC4004. CEY32B12A_3, CELF53B3_2 
and P_R13543. 

10 EXAMPLE 90 : Isolation of cDNA clones Encoding Human PRO1604 

An ejspressed sequence tag (EST) DNA database (LIFESEQ®, Encyte Phannaceuticals, Palo Alto, CA) 
was searched. Ihcyte EST No. 3550440 was identified as having homology to HDGF. EST No. 3550440 was 
h'' then compared to various EST databases including public EST databases (e.g. GenBank), and the LIFESEQ® 
database, to identify homologous EST sequences. The search was performed using the conqmter program 
W' BLAST or BLAST2 [Altschul et al.. Methods in Enzymology , 266:460-480 (1996)]. Those comparisons 
I J J resulting in a BLAST score of 70 (or in some cases, 90) or greater that did not encode known proteins were 
i clustered and assembled into consensus DNA sequences with the program "phrap" (Phil Green, University of 
■1;' Washington, Seattle, Washington). This consensus sequence is designated herein "DNA67237''. 
1;,, In light of the sequence homology between the DNA67237 sequence and EST no. 3367060 from the 

20' LIFESEQ® database, the clone containing Incyte EST No. 3367060 was purchased and the cDNA insert was 
l ". obtained and sequenced to obtain the entire coding sequence of PRO1604 which is shown in Figure 173 (SEQ 
ID NO:307). 

Clone DNA71286-1687 contains a single open reading frame with an apparent translational initiation 
site at nucleotide positions 65-67 and an apparent stop codon at nucleotide positions 2078-2080. The predicted 

25 polypeptide precursor is 671 amino acids long. The full-length PRO1604 protein shown in Figure 174 has an 
estimated molecular weight of about 74,317 daltons and a pi of about 7.62. Additional features include a signal 
peptide at about amino acids 1-13; potential cAMP- and cGMP-dependent protein kinase phosphorylation sites 
at about amino acids 156-159, 171-174, and 451-454; potential N-myristoylation sites at about amino acids 46- 
51, 365-370, and 367-372; and a cell attachment sequence at about amino acids 661-663. 

30 An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 

alignment analysis of the full-length sequence shown in Figure 174 (SEQ ID NO:308), revealed significant 
homology between the PRO1604 amino acid sequence and Dayhoff sequence no. P_W37483. Homology was 
also shown between the PRO1604 amino acid sequence and the following additional Dayhoff sequences: 
AF063020_1, P_R66727, P_W37482, JC5661, CEC25A1_11, CEU33058_1, 138073, MST2_DROHY, and 

35 HSATRX36_1. 

Clone DNA71286-1687 was deposited with the ATCC on October 20, 1998, and is assigned ATCC 
deposit no. 203357. 

EXAMPLE 91 : Isolation of cDNA clones Encoding Human PR01491 
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A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 
in Example 1 above. This consensus sequence is herein designated DNA67202. Based on the DNA67202 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PROI491. 

5 PCR primers (forward and reverse) were synthesized: 

forward PCR pruner (67202.fn 5'-CAACGCAGCCGTGATAAACAAGTGG-3' (SEQIDNO:311) 
reverse PCR primer (67202.rl) 5'-GCTTGGACATGTACCAGGCCGTGG-3' (SEQ ID NO:312) 
Additionally, a synttietic oligonucleotide hybridization probe was constructed from the consensus DNA67202 
sequence which had tiie following nucleotide sequence 

10 hybridization probe (67202.pl') 

5'-GGCCAGACTGATTTGCTCAATTCCTGGAAGTGATGGGGCAGATAC-3' (SEQ ID NO:313) 

RNA for construction of the cDNA libraries was isolated from human aortic endothelial cell tissue. 

iii DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 

% PR01491 (designated herein as DNA71883-1660 [Figure 175, SEQ ID NO:309]; and the derived protein 
sequence for PR01491. 

^ " The entire nucleotide sequence of DNA71883-1660 is shown in Figure 175 (SEQ ID NO:309). Clone 

= ^ ; DNA71883-1660 contains a single open reading frame with an apparent translational initiation site at nucleotide 
? ?! ■ positions 107-109 and ending at the stop codon at nucleotide positions 2438-2440 (Figure 175). The predicted 
^ / polypeptide preciursor is 777 amino acids long (Figure 176). The full-length PR01491 protein shown in Figure 
20? 176 has an estimated molecular weight of about 89,651 daltons and a pi of about 7.97. Analysis of the fvill- 
J ' length PR01491 sequence shown in Figure 176 (SEQ ID NO:310) evidences the presence of the following: a 
I = j signal peptide from about amino acid 1 to about amino acid 36, potential N-glycosylation sites from about amino 
acid 139 to about amino acid 142, from about ammo acid 607 to about amino acid 610 and from about amino 
acid 724 to about amino acid 727, a tyrosine kinase phosphorylation site from about amino acid 571 to about 
25 amino acid 576 and a gram-positive cocci surface protein anchoring hexapeptide sequence from about amino acid 
32 to about amino acid 37. Clone DNA71883-1660 has been deposited with ATCC on November 17, 1998 and 
is assigned ATCC deposit no. 203475. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 176 (SEQ ID NO:310), evidenced significant 
30 homology between the PRO 1491 amino acid sequence and the following Dayhoff sequences: GGU28240_1, 
MUSC1_1, D49423, MMSEMH_1. AB002329_1, AF022947_1, HSU33920_1. HUMLUCA19_1, G01856and 
AF022946_1. 

EXAMPLE 92 : Isolation of cDNA clones Encoding Human PR01431 
35 An ejqpressed sequence tag (EST) DNA database (UFESEQ®, Incyte Pharmaceuticals, Palo Alto, CA) 

was searched and an EST (isolated from adult brain stem tissue) was identified (1370141, DNA66505) which 
showed homology to SH3. RNA for construction of cDNA libraries was isolated from human bone marrow. 
Afull length cDNA corresponding to the isolated EST was isolated using an in vitro cloning technique 
(DNA73401-1633) in pRK5. 



The cDNA libraries used to isolate the cDNA clones encoding human PRO 1431 were constructed by 
standard methods using commercially available reagents such as those from Invitrogen, San Diego, CA. The 
cDNA was primed with oligo dT containing a NotI site, Imked with blunt to Sail hemikinased adaptors, cleaved 
with NotI, sized appropriately by gel electrophoresis, and cloned in a defined orientation into a suitable cloning 
vector (such as pRKB or pRKD; pRK5B is a precursor of pRK5D that does not contain the Sfil site; see, Hohnes 
5 et al.. Science, 253:1278-1280 (1991)) in the unique Xhol and NotI. 

A cDNA clone was sequenced in entirety. The entire nucleotide sequence of DNA73401-1633 (SEQ 
ID NO:3]4) is shown in Figure 177. Clone DNA73401-I633 contains a single open reading frame with an 
^parent translational initiation site at about nucleotide positions 630-632 and a stop codon at about nucleotide 
positions 1740-1742. The predicted polypeptide precursor encoded by DNA73401-1633 is 370 amino acids long. 
10 Clone DNA73401 (designated as DNA73402-1633) has been deposited with ATCC and is assigned ATCC 
deposit no. 203273. 

Based sequence alignment analysis (using the ALIGN con:5>uter program) of the full-length sequence, 
PR0143 1 shows significant amino acid sequence identity to SH17_HUMAN, an SH3 containing protein known 
; as SH3P17. Additional significant identity score were found with D89164_l, AF032118_1, EXLPJTOBAC, 
l^f, YHR4_YEAST, S46992, RATP130CASJ2, AF043259^1, RATP130CAS_1 and MYSC^CACA. 

EXAMPLE 93 : Isolation of cDNA clones Encoding Humao PR01563 
' 1;^ A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 

: ^. in Example 1 above. This consensus sequence is herein designated DNA67191. Based on the DNA67 191 
20 f consensus, sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 

the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 

PR01563. 

I - ' PCR primers (forward and reverse) were synthesized: 

forward PCR primer f67191.fn 5'-CCCTGAAGCTGCCAGATGGCTCC-3' (SEQ ID NO:318) 
25 reverse PCR primer r67191.rl'> 5'-CTGTGCTCTTCGGTGCAGCCAGTC-3' (SEQ ID NO:319) 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA67191 
sequence which had the following nucleotide sequence 
hybridization probe ("67191.pl) 

5'-CCACAGATGTGGTACTGCCTGGGGCAGTCAGCTTGCGCTACAG-3' (SEQ ID NO:320) 
30 In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 

screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR01563 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human bone marrow tissue. 

DNA sequencing of the clones isolated as described above gave the fiill-length DNA sequence for 
35 PR01563 (designated herein as DNA73492-1671 [Figures 179A-B, SEQ ID NO:316]; and the derived protein 
sequence for PR01563. 

The entire nucleotide sequence of DNA73492-1671 is shown in Figures 179A-B (SEQ ID NO:316). 
Clone DNA73492-1671 contains a single open reading frame with an ^>parent translational initiation site at 
nucleotide positions 419-421 and ending at the stop codon at nucleotide positions 2930-2932 (Figures 179A-B). 
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The predicted polypeptide precursor is 837 amino acids long (Figure 180). The full-length PR01563 protein 
shown in Figure 1 80 has an estimated molecular weight of about 90, 1 67 daltons and a pi of about 8.39. Analysis 
of the full-length PR01563 sequence shown in Figure 180 (SEQ ID NO:317) evidences the presence of the 
following: a signal peptide from about amino acid 1 to about amino acid 48 , a potential N-glycosylation site from 
about amino acid 68 to about amino acid 71, glycosaminoglycan attachment sites from about amino acid 188 to 
5 about amino acid 191 and from about amino acid 772 to about amino acid 775, a cAMP- and cGMP-dependent 
protein kinase phosphorylation site firom about amino acid 182 to about amino acid 185, a tyrosine kinase 
phosphorylation site ftom about amino acid 730 to about amino acid 736, potential N-myristolation sites finm 
about amino acid S to about amino acid 10, firom about amino acid 19 to about amino acid 24, &om about amino 
acid 121 to about amino acid 126, from about amino acid 125 to about amino acid 130, iirom about amino acid 
10 130 to about amino acid 135, firom about amino acid 147 to about amino acid 152, from about amino acid 167 
to about amino acid 172, from about amino acid 168 to about amino acid 173, from about amino acid 174 to 
about amino acid 179, from about amino acid 323 to about amino acid 328, from about amino acid 352 to about 
i J amino acid 357, from about amino acid 539 to about amino acid 544, from about amino acid 555 to about amino 
II; acid 560, from about amino acid 577 to about amino acid 582, from about amino acid 679 to about amino acid 
Ipf 684, from about amino acid 682 to about amino acid 687, and from about amino acid 763 to about amino acid 
j ? ' 768, amidation sites from about amino acid 560 to about amino acid 563 and from about amino acid 834 to about 
I , amino acid 837, leucine zipper pattern sequences from about amino acid 17 to about amino acid 38 and from 
= [ about amino acid 24 to about amino acid 45 and a neutral zinc metallopeptidase, zinc-binding region signature 
; ^ . sequence from about ammo acid 358 to about amino acid 367. Clone DNA73492-167 1 has been deposited with 
2p i ATCC on October 6, 1998 and is assigned ATCC deposit no. 203324. 

] An analysis of the Daj^ff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 

alignment analysis of the fiill-length sequence shown in Figure 180 (SEQ ID NO:317), evidenced significant 
homology between the PR01563 amino acid sequence and the following Dayhoff sequences: AB014588_1, 
25 D67076_l, AB001735_1, P_W47028, AB002364_1, P_W47029, GEN13695, P_R40823, AF005665_1 and 
DISATRIGA. 

EXAMPLE 94 : Isolation of cDNA clones Encoding Human PR01565 

A consens\is DNA sequence was assembled relative to other EST sequences using phrap as described 

30 in Example 1 above. This consensus sequence is herein designated DNA67183. Based on an observed 
homology between the DNA67183 consensus sequence and an EST sequence contained within Incyte EST clone 
no. 2510320, Incyte EST clone no. 2510320 was purchased and its insert was obtained and sequenced. That 
insert sequence is shown m Figure 181 and is herein designated DNA73727-1673 (SEQ ID NO:321). 

The entire nucleotide sequence of DNA73727-1673 is shown m Figure 181 (SEQ ID NO:321). Clone 

35 DNA73727-1673 contains a single open reading frame with an apparent translational initiation site at nucleotide 
positions 59-61 and endmg at the stop codon at nucleotide positions 1010-1012 (Figure 181). The predicted 
polypeptide precursor is 317 amino acids long (Figure 182). The full-length PR01565 protein shown in Figure 
182 has an estimated molecular weight of about 37, 130 daltons and a pl of about 5.18. Analysis of the full- 
length PR01565 sequence shown in Figure 182 (SEQ ID NO:322) evidences the presence of the following: a 
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signal peptide from about amino acid 1 to about amino acid 40, a potential type U transmembrane domain from 
about amino acid 25 to about amino acid 47, potential N-glycosylation sites from about amino acid 94 to about 
amino acid 97 and from about amino acid 180 to about amino acid 183, glycosaminoglycan attachment sites from 
about amino acid 92 to about amino acid 95, from about amino acid 70 to about amino acid 73, from about 
amino acid 85 to about amino acid 88, from about amino acid 133 to about amino acid 136, from about amino 
5 acid 148 to about amino acid 151, from about amino acid 192 to about amino acid 195 and from about amino 
acid 239 to about amino acid 242, potential N-myristolation sites from about amino acid 33 to about anoino acid 
38, from about amino acid 95 to about amino acid 100, from about amino acid 116 to about amino acid 121, 
from about amino acid 215 to about amino acid 220 and from about amino acid 272 to about amino acid 277, 
a microbodies C-terminal targeting signal sequence from about amino acid 315 to about amino acid 317 and a 
10 cytochrome C family heme-binding site signature sequence from about amino acid 9 to about amino acid 14. 
Clone DNA73727-1673 has been deposited with ATCC on November 3, 1998 and is assigned ATCC deposit 
no. 203459. 

I P An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 

^ alignment analysis of the ftill-lengdi sequence shown in Figure 182 (SEQ ID NO:322), evidenced significant 
liSi; homology between the PR01565 amino acid sequence and the following Dayhoff sequences: AF051425_1, 
li; P_R65490, PR65488, GRPESTAAU, RNU31330_1, ACCDJBRANA, D50558_l, HUMAMYAB3_1, 
i=i P_W34452aQdPP50629. 

j j EXAMPLE 95 : Isolation of cDNA clones Encoding Human PR01571 

2pi; A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 

in Example 1 above. This consensus sequence is herein designated DNA69559. Based on homology observed 
between the DNA69559 consensus sequence and an EST sequence contained within flie Incyte EST clone no. 
1 ' ■ 3 140760, Incjrte EST clone no. 3 140760 was purchased and the cDNA insert was obtained and sequenced. The 
sequence of fliis cDNA insert is shown in Figure 183 and is herein designated as DNA73730-1679. 

25 Clone DNA73730-1679 contains a single open reading frame with an ^parent franslational initiation 

site at nucleotide positions 90-92 and ending at the stop codon at nucleotide positions 807-809 (Figure 183). The 
predicted polypeptide precursor is 239 amino acids long (Figure 184). The full-length PR01571 protein shown 
in Figure 184 has an estimated molecular weight of about 25,699 daltons and a pi of about 8.99. Analysis of 
the full-length PR01571 sequence shown in Figure 184 (SEQ ID NO:324) evidences the presence of the 

30 following: a signal peptide from about amino acid 1 to about amino acid 21 and transmembrane domains from 
about amino acid 82 to about amino acid 103, from about amino acid 115 to about amino acid 141 and from 
about amino acid 160 to about amino acid 182. Clone DNA73730-1679 has been deposited with ATCC on 
October 6, 1998 and is assigned ATCC deposit no. 203320. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 

35 alignment analysis of the full-length sequence shown m Figure 184 (SEQ ID NO:324), evidenced significant 
homology between the PR01571 ammo acid sequence and flie followmg Dayhoff sequences: AF072128_1, 
AB000712_1, AB000714_1. AF007189_1, AF000959_1, AF068863_1, P_W15288, PM22_HUMAN, 
P_R30056 and LSU46824_1. 
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EXAMPLE 96 : Isolation of cDNA clones Encoding Human PR01572 

Using the method described in Example 1 above, a consensus sequence was obtained. Hie consensus 
sequence is designated herein "DNA69560''. Based on the DNA69560 consensus sequence and other 
information provided herein, a clone including another EST (Incyte DNA3051424) from the assembly was 
purchased and sequenced. 

The entire coding sequence of PR01573 is included in Figure 185 (SEQ ID NO:325). Clone 
DNA73734-1680 contains a single open reading frame with an apparent translational initiation site at nucleotide 
positions 90-92 mi an apparent stop codon at nucleotide positions 873-875 . The predicted polypeptide precursor 
is 261 amino acids long. The signal peptide is at about amino acids 1-23 and the transmembrane domahis are 
at about amino acids 81-100, 121-141, and 173-194 of SEQ ID NO:326. One or more of tiiie transmembrane 
domains can be deleted or inactivated. The locations of a N-glycosylation site, N-myristoylation sites, a tyrosine 
kinase phosphorylation site and a prokaryotic membrane lipoprotein lipid attachment site are indicated in Figure 
1 86. Clone DNA73734-1680 has been deposited with the ATCC and is assigned ATCC deposit no. 203363 . 
The fiill-length PR01572 protein shown in Figure 1 86 has an estimated molecular weight of about 27, 856 daltons 
and a pi of about 8.5. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the fiill-length sequence shown in Figure 186 (SEQ ID NO:326), revealed sequence identity 
between the PRO 1572 amino acid sequence and the following Dayhoff sequences (incorporated herein): 
AF072127_1, HSU89916_1, AB000713_1, AB000714_1, AB000712_1, AF000959_1, AF072128_1, 
AF068863_1, P_W29881, andP_W58869. 

EXAMPLE 97 : Isolation of cDNA clones Encoding Human PR01573 

EST 3628990 was identified in an Incyte Database, (UFESEQ®, Incyte Riarmaceuticals, Palo Alto, 
CA) and extended in a comparison to other sequences in databases to form an assembly. The alignment search 
was performed using the computer program BLAST or BLAST2 [Altschul et al.. Methods in Enzvmologv . 
266:460-480 (1996)] as a comparison of the ECD protein sequences to a 6 frame translation of the EST 
sequences. Those comparisons resulting in a BLAST score of 70 (or in some cases, 90) or greater that did not 
encode known proteins were clustered and assembled into consensus DNA sequences with the program "phrap" 
(Phil Green, University of Washington, Seatde, Washington). The consensus sequence is designated herein 
"DNAdgSdl". 

Based on the DNA69561 consensus sequence and other information provided herein, a clone including 
another EST (Incyte DNA3752657) from the assembly was purchased and sequenced. ITiis clone came from 
a breast tumor tissue library. 

The entire coding sequence of PR01573 is included in Figure 187 (SEQ ID NO:327). Clone 
DNA73735-1681 contains a single open reading frame with an apparent translational initiation site at nucleotide 
positions 97-99 and an apparent stop codon at nucleotide positions 772-774. The predicted polypeptide precursor 
is 225 amino acids long. The signal peptide is at about amino acids 1-17 and the transmembrane domains are 
at about amino acids 82-101, 118-145, and 164-188 of SEQ ID NO:328. One or more of the transmembrane 
domains can be deleted or inactivated. A phosphorylation site, amidation site, and N-myristoylation sites are 
shown in Figure 188. Clone DNA73735-1681 has been deposited with ATCC and is assigned ATCC deposit 
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no. 203356. The full-length PR01573 protein shown in Figure 188 has an estimated molecular weight of about 
24,845 daltons and a pi of about 9.07. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 188 (SEQ ID NO:328), revealed sequence identity 
between the PR01573 amino acid sequence and the following Dayhoff sequences (incorporated herem): 
5 AF007189_1, AB000714_1, AB000713_1, AB000712_1, A39484, AF000959_1, AF072127_, AF072128_1, 
AF068863_1 and AF077739_1. 

EXAMPLE 98 : Isolation of cDNA clones Encoding Human PR01488 

An expressed sequence tag (EST) DNA database (LIFESEQ®, Incyte Hiarmaceuticals, Palo Alto, CA) 
10 was searched and EST No. 36391 12H1 was identified as having homology to CPE-R. EST No. 36391 12H1 
is designated herein as "DNA69562''. EST clone 36391 12H1, which was derived fh)m a lung tissue library of 
a 20-week old fetus who died from Patau's syndrome, was purchased and the cDNA insert was obtained and 
i =f sequenced in its entu:ety. The enture nucleotide sequence of PR01488 is shown m Figure 189 (SEQ ID 
NO:329), and is designated herem as DNA73736- 1657. DNA73736-1657 contains a suigle open readmg frame 
Ipi with an apparent translational initiation site at nucleotide positions 6-8 and a stop codon at nucleotide positions 
ll^l 666-668 (Figure 189; SEQ ID NO:329). The predicted polypeptide precursor is 220 amino acids long. 
h,S The full-length PR01488 protein shown in Figure 190 has an estimated molecular weight of about 

H i 23,292 daltons and a pi of about 8.43. Four transmembrane domains have been identified as being located at 
j^ ;, about amino acid positions 8-30, 82-102, 121-140, and 166-186. 
2P|- An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 

!^"' alignment analysis of the fiill-length sequence shown in Figure 190 (SEQ ID NO:330), revealed significant 
iljj? homology between the PR01488 amino acid sequence aiKlD^^ioff sequence AB()00712_1. Homology was also 
^ ' found between the PR01488 amino acid sequence and the followmg additional Dayhoff sequences: AB000714_1 , 
AF007189_1. AF000959_1, P_W63697. MMU82758_1, AF072127_1, AF072i28_l, HSU89916_1, 
25 AF068863_1, CEAF000418_1, and AF077739_1. 

Clone DNA73736-1657 was deposited with the ATCC on November 17, 1998, and is assigned ATCC 
deposit no. 203466. 

EXAMPLE 99 : Isolation of cDNA clones Encoding Human PR01489 

30 A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 

in Example 1 above. Th^ consensus sequence is herein designated DNA69563. Based upon an observed 
sequence similarity between the DNA69563 consensus sequence and an EST sequence contained within the 
Incyte EST clone no. 3376608, Incyte EST clone no. 3376608 was purchased and its msert obtained and 
sequenced. That insert is herein designated DNA73737-1658. 

35 The entire nucleotide sequence of DNA73737-1658 is shown in Figure 191 (SEQ ID NO:33 1). Qone 

DNA73737-1658 contains a smgle open reading fmae with an ^parent translational initiation site at nucleotide 
positions 264-266 and ending at the stop codon at nucleotide positions 783-785 (Figure 191). The predicted 
polypeptide precursor is 173 amino acids long (Figure 192). The fvill-length PR01489 proteui shown in Figure 
192 has an estimated molecular weight of about 18,938 daltons and a pi of about 9.99. Analysis of the fiill- 



length PR01489 sequence shown m Figure 192 (SEQ ID NO:332) evidences the presence of the following: 
transmembrane domains from about amino acid 31 to about amino acid 51, from about amino acid 71 to about 
amino acid 90 and from about amino acid 11 2 to about amino acid 1 33 and a potential N-glycosylation site from 
about amino acid 161 to about amino acid 164. Clone DNA73737-1658 has been deposited with ATCC on 
October 27, 1998 and is assigned ATCC deposit no. 203412. 
5 An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 

alignment analysis of the full-length sequence shown in Figure 192 (SEQ ID NO:332), evidenced significant 
homology between the PR01489 ammo acid sequence and the following Dayhoff sequences: AF007189_1, 
AB000712_1, AF000959_1, MMU82758_1, AF035814_1, AF072127_1, AF072I28_1, HSU89916_1, 
AF068863_1 and PPU50051_1. 

10 

EXAMPLE 100 : Isolation of cDNA clones Rncndinp Human PR01474 

An e3q)ressed sequence tag (EST) DNA database (LIFESEQ®, Incyte Pharmaceuticals, Palo Alto, CA) 
j : was searched and an EST was identified. This EST showed homology to pancreatic secretory trypsin inhibitor. 
; :f The clone which included this EST was purchased from Incyte (it came from a uterine cervical tissue 

l|5j library) and sequenced in full to reveal the nucleic acid of SEQ ID NO:333, which encodes PR01474. 
jji; The entire nucleotide sequence of PR01474 is shown in Figure 193 (SEQ ID NO:333). Clone 

j , f DNA73739-1645 contains a single open reading frame with an apparent translational initiation site at nucleotide 
5 [} positions 45-47 and a stop codon at nucleotide positions 300-302 (Figure 193; SEQ ID NO:333). The predicted 
; , polypeptide precursor is 85 amino acids long. As indicated in Figure 194, the Kazal serine protease inhibitor 
2Pjf family signature begins at about anuno acid 45 of SEQ ID NO:334. Also indicated in Figure 194 is a region 
^ conserved m mtegrin alpha chains (beginning at about amino acid 32 of SEQ ID NO:334). Clone DNA73739- 
;|; 1645 has been deposited with the ATCC and is assigned ATCC deposit no. 203270. The full-length PR01474 
i protem shown in Figure 194 has an estimated molecular weight of about 9,232 daltons and a pi of about 7.94. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), usmg a WU-BLAST2 sequence 
25 alignment analysis of the full-length sequence shown inFigure 194 (SEQ ID NO:334), revealed sequence identity 
between the PR01474 amino acid sequence and the following Dayhoff sequences (all ovomucoids, data 
incorporated herein by reference): lOVO FRAER, lOVO FRAAF, lOVO FRACO, lOVO CYRMO, 
IOVO_STRCA, H61492, C61589, IOVO_POLPL, D61589, and IOVO_TURME. 

30 EXAMPLE 101 : Isolation of cDNA clones Encoding Human PRO 1508 

Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 
cluster sequence from the LIFESEQ® database, designated Incyte Cluster No. 34523, also referred herein as 
''DNA1(K)47". Hiis EST cluster sequence was then compared to a variety of expressed sequence tag (EST) 
databases which included public and private EST databases (e.g., GenBank and (LIFESEQ®) to identify existing 

35 homologies. The homology search was performed using the computer program BLAST or BLAST2 (Altshul 
et al.. Methods in Enzvmology 266 :460-480 (1996)). Those conqjarisons resulting in a BLAST score of 70 (or 
in some cases 90) or greater tiiat did not encode known proteins were clustered and assembled into a consensus 
DNA sequence with the program "phrap" (Phil Green, University of Washmgton, Seattle, Washington). The 
consensus sequence obtained therefrom is herein designated ''DNA55723''. 
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In light of the sequence homology between the DNA55723 sequence a sequence contained within Incyte 
EST no. 2989064, the EST clone 2989064 was purchased and the cDNA insert was obtained and sequenced in 
its entirety. The sequence of this cDNA insert is shown in Figure 195 and is herein designated as "DNA73742- 
1662". 

The full length clone shown in Figure 195 contained a single open reading frame with an apparent 
5 translational initiation site at nucleotide positions 70 to 72 and ending at the stop codon found at nucleotide 
positions 514 to 516 (Figure 195; SEQ ID NO:335). The predicted polypeptide precursor (Figure 196, SEQ 
ID NO:335) is 148 amino acids long. Other features of the PRO1508 protein include: a signal sequence at about 
amino acids 1-30; a tjrosine kinase phosphorylation motif at about amino acids 96-103; and N-myristoylation 
motife at about amino acids 27-32, 28-33, and 140-145. PRO1508 has a calculated molecular weight of 
10 approximately 17,183 daltonsandanestimatedplof approximately 8.77. Clone DNA73742- 1662 was deposited 
with the ATCC on October 6, 1998 and is assigned ATCC deposit no. 203316. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), tising a WU-BLAST2 sequence 
. i alignment analysis of the fiall-length sequence shown m Figure 196 (SEQ ID NO:336), revealed some homology 
]ri between the PRO1508 amino acid sequence and the following Dayhoff sequences: HSAJ3728_1; P_R74962; 
PJ174941 ; AF053074_1; F69515; S20706; RPBl J>LAFD; A20587_l; A51861_l; and S75947. 



= !5 EXAMPLE 102 : Isolation of cDNA clones Encoduig Human PR01555 

5 . Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 

2(|f cluster sequence from tide LIFESEQ® database, designated EST cluster no. 521 , and also referred to herein as 
^ "DNA10316''. This EST cluster sequence was then coniq)ared to a variety of expressed sequence tag (EST) 
i 5, databases which included public EST databases (e.g., GenBank) and flie LIFESEQ® database to identify 
I existing homologies. The homology search was performed using the computer program BLAST or BLAST2 
(Altshul et al.. Methods in Enzvmology 266:460-480 (1996)). Those conq)arisons resulting in a BLAST score 
25 of 70 (or in some cases 90) or greater that did not encode known proteins were clustered and assembled into a 
consensus DNA sequence with the program "phr^" (Phil Green, University of Washington, Seatde, 
Washington). The consensus sequence obtained therefrom is herein designated ''DNA56374''. 

In light of the sequence homology between the DNA56374 sequence and an EST sequence contained 
within Incyte EST no.2855769, EST no.2855769 was purchased and the cDNA insert was obtained and 
30 sequenced. EST no. 2855769 was derived from a library constructed from female breast fat tissue. The 
sequence of this cDNA insert is shown in Figure 197 and is herein designated as DNA73744-1665. 

The full length clone shown in Figure 197 contained a single open reading frame with an apparent 
translational initiation site at nucleotide positions 90 to 92 and ending at the stop codon found at nucleotide 
positions 828 to 830 (Figure 197; SEQ ID NO:337). The predicted polypeptide precursor (Figure 198, SEQ 
35 ID NO:338) is 246 amino acids long. PR01555 has a calculated molecular wei^t of approximately 26,261 
daltons and an estimated pl of approximately 5.65. Additional features include: a signal peptide at about amino 
acids 1-31; transmembrane domains at about amino acids 11-31 and 195-217; a potential N-gJycosylation site 
at about amino acids 1 1 1-1 14; potential casein kinase II phosphorylation sites at about amino acids 2-5, 98-101 , 
and 191-194; and potential N-myristoylation sites at about amino acids 146-151, and 192-197. 
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targeting signal at amino acids 72-74. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the hill-length sequence shown in Figure 106 (SEQ ID NO: 189), revealed significant 
homology between the PR01317 amino acid sequence and the Dayhoff sequence designated CD97_HUMAN. 
Additionally, some homology was found between the PRO 13 17 amino acid sequence and the following Dayhoff 
5 sequences: GEN12618, CELZK783_1, G156_PARPR, GIAVSPE_1, AF040387_1, S78059, 150617, 
XLSEKl l, and NEL2_RAT. 

Clone DNA65408-1578 was deposited with the ATCC on September 15, 1998, and is assigned ATCC 
deposit no. 203217. 

10 EXAMPLE 57 : Isolation of cDNA clones Encoding Human PRO1303 

A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 
in Example 1 above. This consensus sequence is designated herein ''DNA47347" . Based on the DNA47347 
consensus sequence and its homology to an Incyte EST within the assembly from which DNA47347 was derived, 
Incyte clone 1430305 (from an ileum tissue library) was purchased and sequenced in full. The sequence 

15 encoding PRO1303 was thereby identified. 

The entire coding sequence of PRO 1303 is shown in Figure 107 (SEQ ID NO: 193) . Clone DNA65409- 
1566 contains a single open reading frame with an apparent translational initiation site at nucleotide positions 
121-123 and an apparent stop codon at nucleotide positions 865-867. The predicted pol)T)eptide precursor is 248 
amino acids long. The signal peptide is at about amino acids 1-17 of SEQ ED NO: 194. The locations of N- 

20 glycosylation sites, active and conserved regions and domains ai'e further indicated in Figure 194. Clone 
DNA65409-1566 has been deposited with ATCC and is assigned ATCC deposit no. 203232. The full-length 
PRO1303 protein shown in Figure 108 has an estimated molecular weight of about 26,734 daltons and a pi of 
about 7.9. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
25 alignment analysis of the full-length sequence shown in Figure 108 (SEQ ID NO: 194), revealed sequence identity 
between the PRO1303 amino acid sequence and the following Dayhoff sequences (data incorporated herein): 
AB009849_1, P_W08475, AF024605_1, A42048_l, TRY3_RAT, MMAE00066414, TRYIRAT, 
MMAE000663_4, MMAE000665_2, and MMAE00066412. 

30 EXAMPLE 58 : Isolation of cDNA clones Encoding Human PRO1306 

Using the method described in Example 1 above, Incyte EST No. 2449282, also referred to herein as 
DNA5918, was identified as a sequence of interest having a BLAST score of 70 or greater that did not encode 
a known protein. From the DNA5918 sequence, a consensus sequence was assembled using BLAST and the 
program "phrap" (Phil Green, University of Washington, Seattle, Washington). This consensus sequence is 

35 designated herein as "DNA47399''. Based on the DNA47399 consensus sequence, oligonucleotides can be 
synthesized: 1) to identify by PGR a cDNA library that contains the sequence of interest, and 2) for use as 
probes to isolate a clone of the full-length coding sequence for PRO1306. 

The entire coding sequence of PRO1306 shown in Figure 109 (SEQ ID NO: 195), was obtained by 
purchasing Incyte EST no. 2449282, obtaining the cDNA insert and sequencing it in its entirety. Clone 



DNA65410-1569 contains a single open reading frame with an apparent translational initiation site at nucleotide 
positions 106-108 and an apparent stop codon at nucleotide positions 556-558. The predicted polypeptide 
precursor is 150 amino acids long. The full-length PRO1306 protein shown in Figure 110 has an estimated 
molecular weight of about 17,068 daltons, apl of about 7.29, and apotential N-glycosyiation site at about amino 
acids 131-134. 

5 An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 

alignment analysis of the full-length sequence shown in Figure 110 (SEQ ID NO: 196), revealed significant 
homology between the PRO1306 amino acid sequence and Dayhoff sequence AIFI HUMAN. Homology was 
also shown between the PRO1306 amino acid sequence and the following Dayhoff sequences: JC4902, 
BAR1_RAT, AF020281_1, HSU95213_1, TCH3_ARATH, LEY14765_1, CATR_NAEGR, S35185, and 
10 AF065247_1. 

Clone DNA65410-1569, was deposited with the ATCC on September 15, 1998 and is assigned ATCC 
deposit no. 203231. 

JS EXAMPLE 59 : Isolation of cDNA clones Encoding Human PR01336 

if' An EST sequence was identified and entered into a proprietary Genentech database. The EST was 

iti blasted against various EST databases. The EST databases included public EST databases (e.g., GenBank), and 
U, a proprietary EST database (LIFESEQ®, Incyte Pharmaceuticals, Palo Alto, CA), and proprietary ESTs from 
•fi Genentech. The search was performed using the computer program BLAST or BLAST2 [Altschul et al.. 

Methods in Enzymology , 266:460-480 (1996)] as a comparison of the ECD protein sequences to a 6 frame 
W translation of the EST sequences. Those coir^arisons resulting in a BLAST score of 70 (or in some cases, 90) 

or greater that did not encode known proteins were clustered and assembled into consensus DNA sequences with 
□ the program "phrap" (Phil Green, University of Washington, Seattle, Washington). 

A consensus DNA sequence encoding PR01336 was assembled relative to other aligned EST sequences 

(forming an assembly) using phrap. This consensus sequence is designated herein ''DNA433 19" . Based on the 
25 DNA43319 consensus sequence, oligonucleotides were synfliesized: 1) to identify by PGR a cDNA library that 

contained the sequence of mterest, and 2) for use as probes to isolate a clone of the fiill-length coding sequence 

for PR01336. 

PGR primers (forward and reverse) were synthesized: 

forward PGR primer 5'ATGGAGATTCGTGCCAACTTGCCG3' (SEQ ID NO: 199); aad 
30 reverse PGR primer 5'TTGTTGGCATTGAGGAGGAGCAGC3' . (SEQ ID NO:200). 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus 

DNA43319 sequence which had the following nucleotide sequence: 

hybridization probe 

5'GAGGGGATGGTGGAAATAGGCGTAGAACAGAACTCCATCAAAGCCATCCC3' 

(SEQ ID NO:201). 

35 In order to screen several Ubraries for a source of a full-length clone, DNA from die libraries was 

screened by PGR amplification with the PGR primer pak identified above. A positive library was then used to 
isolate clones encodmg the PR01336 gene using the probe oligonucleotide and one of the PGR primers. RNA 
for construction of the cDNA libraries was isolated from human fetal lung tissue. 

DNA sequencmg of the clones isolated as described above gave the full-length DNA sequence for 
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PR01336 (designated herein as DNA65423-1595 [Figures 1 1 lA-B, SEQ ID NO: 198]; and the derived protein 
sequence for PR01336. 

The entire coding sequence of PR01336 is shown in Figures lllA-B (SEQ ID NO: 198). Clone 
DNA65423-I595 contains a single open reading frame with an apparent translational initiation site at nucleotide 
positions 83-85 and an apparent stop codon at nucleotide positions 4652-4654 of SEQ ID NO: 198. The predicted 
5 pol3^eptide precursor is 1523 amino acids long. The {^proximate locations of the signal peptide (amino acids 
1-27), aspartic acid and asparagine hydroxylation sites, EGF-like domain cystein pattern signature regions, a 
leucine zipper pattern region, a region conserved in immunoglobulins and major histocompatibility complexes, 
and N-glycosylation sites are indicated in Figure 112. Clone DNA65423-1595 has been deposited with the 
ATCC and is assigned ATCC deposit no. 203227. The full-length PR01336 protein shown in Figure 1 12 has 
10 an estimated molecular weight of about 167,715 daltons and a pi of about 8.06. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 112 (SEQ ID NO: 198), revealed sequence identity 
between the PR01336 amino acid sequence and the following Dayhoff sequences (data incorporated herein): 
(ij SLIT_DROME, CEF40E10_1, LCU58977_1, AF029779^1, FBPIJSTRPU, NOTCXENLA. AC004663_1, 
J XELXDEL_1 , P_W05835 and HSU77720L.1 - 

tl EXAMPLE 60 : Isolation of cDNA clones Encoding Human PRO 1278 

=0 A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 

in Example 1 above. This consensus sequence is designated herein "Consen5230'' . In addition, the Consen5230 
consensus sequence was extended using repeated cycles of BLAST and phrap to extend the consensus sequence 
as far as possible usmg the sources of EST sequences discussed above. The extended consensus sequence is 
designated herein as "DNA44801". Based on the DNA44801 consensus sequence, oligonucleotides were 
synthesized: 1) to identify by PCR a cDNA library that contained tiie sequence of interest, and 2) for use as 
probes to isolate a clone of the fiill-length coding sequence for PR01278. 
25 PCR primers (forward and reverse) were synthesized: 

forward PCR T?rimers : GCAGGCTTTGAGGATGAAGGCTGC (44801 .fl; SEQ ID NO:204) and 
CTCATTGGCTGCCTGGTCACAGGC (44801. f2; SEQ ID NO:205) 

reverse PCR primers : CCAGTCGGACAGGTCTCTCCCCTC (44801.rl; SEQ ID NO:206) and 
TCAGTGACCAAGGCTGAGCAGGCG (44801. r2; SEQ ID NO:207) 
30 Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus 

DNA44801 sequence which had the following nucleotide sequence: 

hvbridizationprobe :CTACACTCGTTGCAAACrGGCAAAAATATTCTCGAGGGCTGGCCTGG(44801.pl; 
SEQ ID NO:208) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
35 screenedby PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR01278 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated fh>m human testis. 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PR01278 (designated herein as DNA66304-1546 [Figure 113, SEQ ID NO:202]; and the derived protem 
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sequence for PR01278. 

The entire coding sequence of PR01278 is shown in Figure 1 13 (SEQ ID NO:202). Clone DNA66304- 
1546 contains a single open reading frame with an apparent translational initiation site at nucleotide positions 
141-143 and an apparent stop codon at nucleotide positions 585-587. The predicted polypeptide preciirsor is 148 
amino acids long. The full-length PRO 1278 protein shown in Figure 114 has an estimated molecular weight of 

5 about 16,623 daltons and a pi of about 8.47. Additional features include a signal peptide sequence at about 
amino acids 1-19; a potential N-glycosylation site at about amino acids 58-61; an alpha-lactalbumin/lysozyme 
C signature at about amino acids 94-112; and homolgy with alpha-lactalbumin/lysozyme C at about amino acids 
35-59, 67-59 and 112-133. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
10 alignment analysis of the full-length sequence shown in Figure 114 (SEQ ID NO:203), revealed significant 
homology between the PRO 1278 amino acid sequence and the following Dayhoff sequences: LYC1_ANAPL, 
LYC3_ANAPL, and LYC_HUMAN. 

1=^ Clone DNA66304-1546 was deposited wifli the ATCC on October 6, 1998, and is assigned ATCC 

P d^osit no. 203321. 

p. 

EXAMPLE 61 : Isolation of cDNA clones Encoding Human PR01298 

Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 
y cluster sequence from an Incyte database. Tiiis EST cluster sequence was then compared to a variety of 
ii J. expressed sequence tag (EST) databases which included public EST databases (e.g. , GenBank) and a proprietary 
M EST DNA database (LEFESEQ®, Incyte Pharmaceuticals, Palo Alto, CA) to identify existing homologies. One 

or more of the ESTs was derived from a diseased prostate tissue library. The homology seardi was performed 
□ usiiig the conqniter program BLAST or BLAST2 (Altshul et al.. Methods in Enzvmology 266 :460-480 (1996)). 
^ Those conq)arisons resulting in a BLAST score of 70 (or in some cases 90) or greater that did not encode known 

proteins were clustered and assenibled into a consensus DNA sequence with the program "phrap" (Phil Green, 
25 University of Washington, Seattle, Washington). The consensus sequence obtained therefrom is herein 

designated DNA56389. 

In light of the sequence homology between the DNA56389 sequence and an EST sequence contained 
within an Incyte EST within the assembly from with the consensus sequence was derived, Incyte clone 3355717 
was purchased and the cDNA insert was obtained and sequenced. The sequence of this cDNA msert is shown 

30 in Figure 1 15 and is herein designated as DNA66511-1563. 

The full length clone shown in Figure 115 contained a single open reading frame with an apparent 
translational initiation site at nucleotide positions 94-96 and ending at the stop codon found at nucleotide positions 
1063-1065 (Figure 1 15; SEQ ID NO:209). The predicted polypeptide precursor (Figure 116, SEQ ID NO:210) 
is 323 amino acids long. The signal peptide is at about amino acids 1-15 of SEQ ID NO:210. PR01298 has 

35 a calculated molecular weight of approximately 37,017 daltons and an estimated pl of approximately 8.83 . Clone 
DNA6651 1-1563 was deposited with the ATCC on S^tember 15, 1998 and is assigned ATCC deposit no. 
203228. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the fiiU-length sequence shown inFigure 1 16 (SEQ ID NO:210), revealed sequence identity 
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between the PR01298 amino acid sequence and the following Dayhoff sequences (data incorporated herein): 
ALG2_YEAST, CAPM_STAAU, C69098, C69255, SUS2_MAIZE, A69143, S74778, AB009527_13, 
AF050103_2 and BBA224769_1. 

EXAMPLE 62 : Isolation of cDNA clones Encoding Human PRO1301 

5 Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 

cluster sequence from the LEFESEQ® database, designated Incyte Cluster No. 93492, also referred herein as 
"DNA10591", This EST cluster sequence was flien compared to a variety of expressed sequence tag (EST) 
databases which included public EST databases (e.g., GenBank) and a proprietary EST DNA database 
(LIFESEQ®, Incyte Pharmaceuticals, Palo Alto, CA) to identify existmg homologies. The homology search was 
10 performed using the conqjuter program BLAST or BLAST2 (Altshul et al.. Methods in Enzvmology 266:460- 
480 (1996)). Those comparisons resulting in a BLAST score of 70 (or in some cases 90) or greater that did not 
encode known proteins were clustered and assembled into a consensus DNA sequence with the program "phrap" 

p (Phil Green, University of Washington, Seattle, Washington). One or more of the ESTs was derived from a 

:;=; cDNA library constructed from RNA isolated from lung tissue removed from a male with adenocarcinoma. The 

^ consensus sequence obtained therefrom is herein designated "DNA57725'' . 

jti In light of the sequence homology between the DNA57725 sequence and an EST sequence contained 

within the EST no. 3395984, the EST clone 3395984 was purchased and the cDNA insert was obtained and 
sequenced in its entkety. The sequence of this cDNA insert is shown in Figure 1 17 and is herein designated as 

L ''DNA66512-1564''. 

Ms The full length clone shown in Figure 117 contained a single open reading frame with an apparent 

;~ translational initiation site at nucleotide positions 43 to 45 and ending at the stop codon foimd at nucleotide 
O positions 1429 to 1431 (Figure 117; SEQIDN0:211). Thepredictedpolypeptideprecursor (Figure 118, SEQ 
?— ID NO:212) is 462 amino acids long. Other features of the PRO1301 protein include: a signal sequence at about 
amino acids 1-18; a transmembrane domain at about amino acids 271-290; a cytochrome P450 homologous 
25 region at about amino acids 134-462; and potential N-glycosylation sites at about amino acids 94-97, 217-220, 
and 246-249. PRO1301 has a calculated molecular weight of approximately 52,432 daltons and an estimated 
pi of approximately 6. 14. Clone DNA66512-1564 was deposited with the ATCC on September 15, 1998 and 
is assigned ATCC deposit no. 203218. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
30 alignment analysis of the full-length sequence shown in Figure 118 (SEQ ID NO:212), revealed some homology 
between the PRO1301 amino acid sequence and the following Dayhoff sequences: PSU29243_1, A69975, 
ATAC00448418, D78607_l, CEB0331_1, HUMCYTniA_l, AF014800_1, CELT13C5_4, CELC45H4_14. 
andCEC54E10_l. 

35 EXAMPLE 63 : Isolation of cDNA clones Encoding Human PR01268 

Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 
cluster sequence from the LIFESEQ® database, designated EST No. 8879. This EST cluster sequence was then 
compared to a variety of expressed sequence tag (EST) databases which included public EST databases (e.g., 
GenBank) and a proprietary EST DNA database (LIFESEQ®, Incyte Pharmaceuticals, Palo Alto, CA) to identify 
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existing homologies. The homology search was performed using the conqjuter program BLAST or BLAST2 
(Altshul et al.. Methods in Enzvmology 266 :460-480 (1996)). Those comparisons resulting in a BLAST score 
of 70 (or in some cases 90) or greater that did not encode known proteins were clustered and assembled into a 
consensus DNA sequence with the program "phrap" (PhU Green, University of Washington, Seattle, 
Washington). One or more of the ESTs was derived from a cDNA library constructed from hiraian brain tumor 
5 tissue taken from a cerebral meninges lesion. The consensus sequence obtained therefrom is herein designated 
DNA56258. 

In light of the sequence homology between the DNA56258 sequence and an EST sequence contained 
within the Incyte EST no. 2944541, EST clone no. 2944541 was purchased and the cDNA insert was obtained 
and sequenced. The sequence of this cDNA insert is shown in Figure 119 and is herein designated as 
10 "DNA66519-1535''. 

The full length clone shown in Figure 119 contained a single open readiog frame with an apparent 
translational initiation site at nucleotide positions 89 to 91 and ending at the stop codon found at nucleotide 
M positions 509 to 511 (Figure 119; SEQ ID ^fO:213). The predicted polypqptide precursor (Figure 120, SEQ 
ID NO:214) is 140 amino acids long. PR01268 has a calculated molecular weight of approximately 15,503 
daltons and an estimated pi of approximately 6.44. Additional features include a type II transmembrane domain 
^ at about amino acids 12-28; type I transmembrane domains at about amino acids 51-66 and 107-124; a potential 
C& N-glycosylation site at about amino acids 79-82, and a region having homology with G-protein coupbled 
-•fl receptors at about amino acids 59-99. 

i'^ An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 

QJ alignment analysis of flie fiill-length stjquence shown in Figure 120 (SEQ ID NO:214), revealed some homology 
between the PR01268 amino add sequence and Dayhoff sequence no. CEF39B2_9. However, the percent 
Q sequence identity was determined to not be significant. 

1=^ Clone DNA66519-1535 was deposited with the ATCC on September 15, 1998 and is assigned ATCC 

deposit no. 203236. 

25 

EXAMPLE 64 : Isolation of cDNA clones Encoding Human PR01269 

Use of the signal sequence algorithm described in Exanaple 3 above allowed identification of an EST 
cluster sequence from the LIFBSEQ® database, designated EST Cluster No. 101920. This EST cluster sequence 
was then compared to a variety of expressed sequence tag (EST) databases which mcluded public EST databases 

30 (e.g. , GenBank) and a proprietary EST DNA database (LIFESEQ®, hicyte Pharmaceuticals, Palo Alto, CA) to 
identify existing homologies. The homology search was performed using the computer program BLAST or 
BLAST2 (Altshul et al.. Methods in Enzvmologv 266:460-480 (1996)). Those comparisons resulting in a 
BLAST score of 70 (or in some cases 90) or greater that did not encode known proteins were clustered and 
assembled into a consensus DNA sequence with the program "phrap" (Phil Green, University of Washington, 

35 Seattle, Washington). The consensus sequence obtained therefrom is herein designated DNA56509. 

In light of the sequence homology between the DNA56509 sequence and an EST sequence contained 
withm the EST no. 103157, EST clone no. 103 157 was purchased and the cDNA insert was obtained and 
sequenced. The sequence of this cDNA insert is shown in Figure 121 and is herein designated as DNA66520- 
1536. 
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The Ml length clone shown in Figure 121 contained a single open reading frame with an apparent 
translational initiation site at nucleotide positions 26-29 and ending at the stop codon found at nucleotide positions 
614-616 (Figure 121; SEQ ID NO:215). The predicted polypeptide precursor (Figure 122, SEQ ID NO:216) 
is 196 amino acids long, with a signal peptide located at about amino acids 1-20. There is a potential N- 
glycosylation site at about amino acids 112-115. PR01269 has a calculated molecular weight of approxinoately 
5 21,731 daltons and an estimated pi of approximately 8.97. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 122 (SEQ ID NO:216), revealed significant 
homology between the PR01269 amino acid sequence and the amino acid sequence of Dayhoff sequence no. 
P_W23722. Iq addition, sequence homology was found between the PR01269 amino acid sequences and the 
10 amino acid sequences of the following Dayhoff sequences: MMTAG7_1, MTV026_16, NAAA_BPT3, 
S75616_l, and NCP_PIG. 

Clone DNA66520-1536 was deposited with the ATCC on September 15, 1998, and is assigned ATCC 
deposit no. 203226. 

5 EXAMPLE 65 : Isolation of cDNA clones Encoding Human PR01327 

^ !i Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 

i& chister sequence fi-om the Incyte database, designated hicyte EST chxster sequence no. 173410. This EST chister 
m sequence was then compared to a variety of expressed sequence tag (EST) databases which included public EST 

databases (e.g., GenBank) and a proprietary EST DNA database (LIFESEQ®, Incyte Pharmaceuticals, Palo Alto, 
^1 CA) to identify existing homologies . The homology search was performed using the computer program BLAST 
!^ or BLAST2 (Altshul et al.. Methods in Enzvmology 266 :460-480 (1996)'). Those comparisons resulting in a 
i 2 BLAST score of 70 (or in some cases 90) or greater that did not encode known protems were clustered and 
ir* assembled into a consensus DNA sequence with the program "phrap" (Phil Green, University of Washington, 

Seattle, Washington). The consensus sequence obtained therefrom is herein designated DNA56520. 
25 In light of the sequence homology between the DNA56520 sequence and an EST sequence contauied 

within the Incyte EST clone no. 3451760, the Incyte EST clone no. 3451760 was purchased and the cDNA insert 

was obtamed and sequenced. Hie sequence of this cDNA insert is shown in Figure 123 and is herein designated 

as DNA66521-1583. 

Clone DNA66521-1583 contains a single open reading frame with an apparent translational initiation 
30 site at nucleotide positions 55-57 and ending at the stop codon at nucleotide positions 811-813 (Figure 123). The 
predicted polypeptide precursor is 252 amino acids long (Figure 124). The full-length PR01327 protein shown 
in Figure 124 has an estimated molecular weight of about 28, 127 daltons and a pi of about 8.91 . Analysis of 
the full-length PR01327 sequence shown m Figure 124 (SEQ ID NO:218) evidences the presence of the 
following: a signal peptide from about anuno acid 1 to about amino acid 14, potential N-glycosylation sites from 
35 about ammo acid 62 to about amino acid 65, from about amino acid 127 to about amino acid 130, from about 
ammo acid 137 to about amino acid 140 and from about ammo acid 143 to about amino acid 146 and a 2-oxo 
acid dehydrogenase acyltransferase homology block from about amino acid 61 to about amino acid 71. Clone 
DNA66521-1583 has been deposited with ATCC on September 15, 1998 and is assigned ATCC deposit no. 
203225. 
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An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 124 (SEQ ID NO:218), evidenced significant 
homology between the PR01327 amino acid sequence and the following Dayhoff sequences: NPHI RAT, 
NPH2_MOUSE, OTU DROME, D40750, BB61_RABIT, P_R23873, P_W09643, CAGHMGPA l, 
HUMPRPll l and S670958_l, 

5 

EXAMPLE 66 : Isolation of cDNA clones Encoding Human PR01382 

Using the metfaod described in Example 1 above, Incyte EST no. 2719 was identified as a sequence of 
interest having a BLAST score of 70 or greater that does not encode a known protein. The nucleoti^ sequence 
of EST no. 2719 is designated herein "DNA42842" . Based on the DNA42842 sequence, oligonucleotides were 
10 synthesized: 1) to identify by PGR a cDNA library that contained the sequence of mterest, and 2) for use as 
probes to isolate a clone of the full-length coding sequence for PR01382. 
PGR primers (forward and reverse) were synthesized; 
ii^ forward PGR primer ACGGGTCACGATGGGCTCGG (42842.fl ; SEQ ID NO:221) 
2 reverse PGR oruner AGGAAGAGGAGGGGTTGGAGTGCG (42842.rl; SEQ ID NO:222) 
iiS Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus 

j DNA42842 sequence which had the following nucleotide sequence: 
ji; hybridization probe GGTGGTGGAGGGCAAGTGTGTGGTGGTGTGGGACTGGAAG (42842.pl; SEQ ID 
ifl NO:223). 

=^ In order to screen several libraries for a source of a fiill-length clone, DNA from the libraries was 

11^ screeiied by PGR aiijplification with the PGR prirner pair ideritified above. A positive library was then used to 
isolate clones encoding the PR01382 gene using the probe oligonucleotide and one of the PGR primers. RNA 
Q for construction of the cDNA libraries was isolated from a human breast carcinoma. 

^'^ DNA sequencing of the clones isolated as described above gave the fiill-length DNA sequence for 

PR01382 (designated herem as DNA66526-1616 [Figure 125, SEQ ID NO:219]; and the derived protein 
25 sequence for PR01382. 

The enture coding sequence of PR01382 is shown in Figure 125 (SEQ ID NO:219). Clone DNA66526- 
1616 contains a single open reading frame with an apparent translational initiation site at nucleotide positions 
337-339 and an apparent stop codon at nucleotide positions 940-942. The predicted polypeptide precursor is 201 
amino acids long. The full-length PR01382 protein shovra in Figure 126 has an estimated molecular weight of 
30 about 21,808 daltons and a pi of about 9.04. Additional features include a signal peptide at about amino acids 
1-27; potential N-glycosylation sites at about amino acids 29-32 and 88-91; and regions of homology with Glq 
proteins at about amino acids 92-126, 159-178, and 191-200. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 126 (SEQ ID NO:220), revealed significant 
35 homology between the PR01382 amino acid sequence Dayhoff sequence no. GERL RAT. Homology was also 
revealed between the PR01382 amino acid sequence and the following Dayhoff sequences: GERB HUMAN, 
S76975_l, A41752, HUMG1QB2_1, A57131, GA1A_HUMAN, AGR3_MOUSE, and GOLE_LEPMA. 

Glone DNA66526-1616 has been deposited with ATGC and is assigned ATGG deposit no. 203246. 
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EXAMPLE 67 : Isolation of cDNA clones Encoding Human PR01328 

Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 
cluster sequence from the Incyte database, designated Incyte EST cluster sequence no. 40671 . This EST cluster 
sequence was then compared to a variety of expressed sequence tag (EST) databases which included public EST 
databases (e.g., GenBank) and a proprietary EST DNA database (Lifeseq®, Incyte Pharmaceuticals, Palo Alto, 
CA) to identify existing homologies. The homology search was performed using the computer program BLAST 
or BLAST2 (Altshul et al.. Methods in Enzvmologv 266:460-480 (1996)). Those comparisons resulting m a 
BLAST score of 70 (or in some cases 90) or greater that did not encode known protems were clustered and 
assembled into a consensus DNA sequence with the program "phrap" (Phil Green, University of Washington, 
Seattle, Washington). The consensus sequence obtained therefrom is herein designated DNA56749. 

In light of the sequence homology between Ifae DNA56749 sequence and an ESt sequence contained 
within the Incyte EST clone no. 411 1 192, the Incyte EST clone no. 41 1 1 192 was purchased and the cDNA insert 
was obtained and sequenced. The sequence of this cDNA insert is shown in Figure 127 and is herein designated 
as DNA66658-1584. 

Qone DNA66658-1584 contams a single open reading frame witii an apparent translational initiation 
site al nucleotide positions 9-1 1 and endmg at the stop codon at nucleotide positions 780-782 (Figure 127). The 
predicted polypeptide precursor is 257 amino acids long (Figure 128). The full-length PR01328 protein shown 
in Figure 128 has an estimated molecular weight of about 28,472 daltons and a pi of about 9.33. Analysis of 
the fiill-length PR01328 sequence shown m Figure 128 (SEQ ID NO:225) evidences the presence of the 
following: a signal peptide from about amino acid 1 to about amino acid 19, transmembrane domains from about 
amino acid 32 to about ammo acid 51, from about amino acid 119 to about amino acid 138, from about amino 
acid 152 to about amino acid 169 and from about amino acid 216 to about ammo acid 235, a glycosaminoglycan 
attachment site from about amino acid 120 to about amino acid 123 and sodium/nuerotransmitter symporter 
fenaily protem homology block from about amino acid 31 to about amino acid 65. Clone DNA66658-1584 has 
been deposited with ATCC on September 15, 1998 and is assigned ATCC deposit no. 203229. 

An analysis of the Dayhoff database (version 35.45 SwissPiot 35), using a WU-BLAST2 sequence 
alignment analysis of the flill-Iength sequence shown in Figure 128 (SEQ ID NO:225), evidenced significant 
homology between the PR01328 amino acid sequence and Ifae following Dayhoff sequences: CEVF36H2L_2, 
TIP2_TOBAC, AB009466_16, ATU39485_1, P_R60153, P_R77082, S73351, C69392, LEU95008_1 and 
E64667. 

EXAMPLE 68 : Isolation of cDNA clones Encoding Human PR01325 

Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 
cluster sequence from the Incyte database, designated Incyte EST cluster sequence no. 139524. This EST cluster 
sequence was then compared to a variety of ejqjressed sequence tag (EST) databases which mcluded pubhc EST 
databases (e.g., GenBank) and a proprietary EST DNA database (Lifeseq®, hicyte Pharmaceuticals. Palo Alto, 
CA) to identify existing homologies- The homology search was performed using the computer program BLAST 
or BLAST2 (Altshul et al., Methods m Enzvmologv 266:460-480 (1996)). Those comparisons resulting in a 
BLAST score of 70 (or m some cases 90) or greater that did not encode known proteins were clustered and 
assembled into a consensus DNA sequence with the program "phrap" (Phil Green, University of Washington, 
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Seattle, Washington). The consensus sequence obtained therefrom is herein designated DNA56115. 

In light of the sequence homology between the DNA56115 sequence and an EST sequence contained 
within the Incyte EST clone no. 3744079, the Incyte EST clone no. 3744079 was purchased and the cDNA insert 
was obtained and sequenced. Hie sequence of this cDNA insert is shown in Figure 129 and is herein designated 
as DNA66659-1593. 

Clone DNA66659-1593 contains a single open reading frame with an apparent translational initiation 
site at nucleotide positions 51-53 and ending at the stop codon at nucleotide positions 2547-2549 (Figure 129). 
The predicted polypeptide precursor is 832 amino acids long (Figure 130). The full-length PR01325 protein 
shown inFiguie 130 has an estimated molecular weight of about 94,454 daltons and a pi of about 6.94. Analysis 
of the full-length PR01325 sequence shown in Figure 130 (SEQ ID NO:227) evidences flie presence of the 
following: a signal peptide from about amino acid 1 to about amino acid 18, transmembrane domains from about 
amino acid 292 to about amino acid 317, from about amino acid 451 to about amino add 470, from about amino 
acid 501 to about amino acid 520, from about amino acid 607 to about amino acid 627 from about amino acid 
751 to about amino acid 770, a leucine zipper pattern sequence from about amino acid 497 to about amino acid 
518 and potential N-glycosylation sites from about amino acid 27 to about ammo acid 30, from about amino acid 
54 to about amino acid 57, from about amino acid 60 to about amino acid 63, from about amino acid position 
123 to about amino acid position 126, from about amino acid position 141 to about anuno acid position 144, 
from about amino acid position 165 to about amino acid position 168, from about amino acid position 364 to 
about amino acid position 367, from about amino acid position 476 to about amino acid position 479, from about 
amino acid position 496 to about amino acid position 499, from about amino acid position 572 to about amino 
acid position 575, from about amino acid position 603 to about amino acid position 606 and from about amino 
acid position 699 to about amino acid position 702. Clone DNA66659- 1593 has been deposited with ATCC on 
September 22, 1998 and is assigned ATCC deposit no. 203269. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), iKing a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 130 (SEQ ID NO:227), evidenced significant 
homology between the PR01325 amino acid sequence and the following Dayhoff sequences: CELR04E5_1, 
CELZK721_5, CELC30E1_5, CELC30E1_6, CELC30E1_2, CEY37H2C_1, CELC30E1_7, CELTX)7H8_7and 
E64006. 

EXAMPLE 69 : Isolation of cDNA clones Encoding Human PRO1340 

Using the method set forth m Example 1 above, Incyte EST no. 878906 was identified as a sequence 
of interest having a BLAST score of 70 or greater that does not encode a known protein. The nucleotide 
sequence of EST no. 878906 is designated herein "DNA42809". Based on the DNA42809 sequence, 
oligonucleotides were synthesized: 1) to identify by PGR a cDNA library that contained the sequence of interest, 
and 2) for use as probes to isolate a clone of the fiiU-length coding sequence for PRO1340. 

PGR primers (forward and reverse) were synthesized: 
forward PGR primer TCGAGGTGGACCGCAGTTCAGG (42809.fl; SEQ ID NO:270) 
reverse PGR primer GGGAGGGTTATAGGGGGAATCTGG (42809.T1; SEQ ID NO:271) 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the DNA42809 
sequence which had the followmg nucleotide sequence: 



435 



hybridization orohe GGCTTCAGCAGCACGTGTGAAGTCGAAGTCGCAGTCACAGATATCAATGA 
(42809.pl; SEQ ID NO:272) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PGR amplification with the PGR primer pair identified above. A positive library was then used to 
isolate clones encoding the PRO1340 gene using the probe oligonucleotide and one of the PGR primers. RNA 
for construction of the cDNA libraries was isolated from human fetal kidney tissue. 

DNA sequencing of die clones isolated as described above gave die full-length DNA sequence for 
PRO1340 (designated herein as DNA66663-1598 [Figure 131, SEQ ID NO:228]; and the derived protein 
sequence for PRO1340. 

TheentirecodingsequenceofPRO1340isshowninFigurel31(SEQIDNO:228). Clone DNA66663- 
1598 contains a siiigle open reading frame with an apparent translational mitiation site at nucleotide positions 
128-130 and an apparent stop codon at nucleotide positions 2549-2551 . The predicted polypeptide precursor 
is 807 amino acids long. The fiill-length PRO1340 protein shown in Figure 132 has an estimated molecular 
weight of about 87,614 daltons and a pi of about 4.83. Additional features include: a signal peptide at about 
amino acids 1-18; a transmembrane domain at about amino acids 762-784; a ceU attachment sequence at about 
amino acids 492-494; potential N-glycosylation sites at about amino acids 517-520, 602-605 and 700-703; and 
cadherin extracellular repeat domains at about amino acids 307-351, 324-348, 67-103, 97-141 and 114-138. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the fiill-lengtii sequence shown in Figure 132 (SEQ ID NO:229), revealed significant 
homology between the PRO1340 amino acid sequence and Dayhoff sequence no. 146536. Homology was also 
revealed between the PRO 1340 ammo acid sequence and the following Dayhoff sequences: S55396, 
RATPDRPT_1, CADD_CHICK, CAD1_CHICK, CADB_CfflCK, 150180, GAD4_GHIGK, G02878, and 
DSGl_MOUSE. 

Qone DNA66663-1598 has been deposited with ATCC and is assigned ATCC deposit no. 203268. 

EXAMPLE 70 : feolation of cDNA clones Encoding Human PR01339 

A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 
in Exanq)le 1 above. This consensus sequence is designated herein "DNA40652''. Within the consensus 
sequence assembly was Incyte EST 2479394. Based on the consensus sequence and other discoveries and 
information provided herein, the clone including Incyte EST 2479394 was purchased and sequenced in fidl. 
Sequencing provided the nucleic acid sequence shown in Figure 133 which mcludes the sequence encoding 
PR01339. 

Glone DNA66669-1597 contains a single open reading frame with an apparent translational initiation 
site at nucleotide positions 9-11 and an apparent stop codon at nucleotide positions 1272-1274 of SEQ ID 
NO:233. Hie predicted polypeptide precursor is 421 amino acids long. The signal peptide is at about ammo 
acids 1-16 of SEQ ID NO:234. The region conserved in zinc carboxypeptidases and the N-glycosylation site 
are mdcated m Figure 134, Clone DNA66669-1597 has been deposited with the ATCC and is assigned ATCC 
deposit no. 203272. The full-length PR01339 protein shown in Figure 134 has an estimated molecular weigltt 
of about 47,351 daltons and a pi of about 6.61. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
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alignment analysis of the full-length sequence shown in Figure 134 (SEQ ID NO:234), revealed sequence identity 
between the PR01339 amino acid sequence and the following Dayhoff sequences (data incorporated herein): 
P_W01505, CBPI HUMAN, HSA224866_1, P_R90293, YHT2_YEAST. CEF02D8_4, CEW01A8_6, 
P_W36815, HSU83411_1 and CBPN_HUMAN. 

5 EXAMPLE 71 : Isolation of cDNA clones Encoding Human PR01337 

Using the method described in Example 1 above, a single Incyte EST was identified (EST No. 1747546) 
and also referred to herein as "DNA4417". To assemble a consensus sequence, repeated cycles of BLAST and 
phrap were used to extend the DNA4417 sequence as far as possible using the sources of EST sequences 
discussed above. The consensus sequence is designated herein as "DNA45669''. Based on the DNA45669 
10 consensus sequence, oligonucleotides were synthesized: 1) to identify by PGR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the flill-length coding sequence for 
PR01337. 

- = PGR primers (forward and reverse) were synthesized: 

I forward PGR t>rimers : CAACCATGCAAGGACAGGGCAGG (45669.fl; SEQ ID NO:237) and 
7i CTTTGCTGTTGGCCTCTGTGCTCCCAACCATGCAAGGACAGGGCAGG (45669.rl; SEQ ID NO:238); 
0 reverse PGR primers : TGACTCGGGGTCTCCAAAACCAGC (45669.rl; SEQ ID NO:239) and 

GGTATAGGCGGAAGGCAAAGTCGG (45669.r2; SEQ ID NO:240); 
0 Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus 

DNA45669 sequence which had the following nucleotide sequence: 
J hvbridizaUon probe : GGCATCTTACCTTTATGGAGTACTCTTTGCTGTTGGCCTCTGTGCTCC (45669.pl; 
^ SEQ ID NO:241). 

- □ In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 

screened by PGR amplification with the PGR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR01337 gene using the probe oligonucleotide and one of the PGR primers. RNA 
25 for construction of the cDNA libraries was isolated from human tissue. 

DNA sequencing of the clones isolated as described above gave die fiill-length DNA sequence for 
PR01337 (designated herein as DNA66672-1586 [Figure 135, SEQ ID NO:2351; and the derived protein 
sequence for PR01337. 

The entire coding sequence of PR01337 is shown in Figure 135 (SEQ ID NO:235). Clone DNA66672- 
30 1586 contains a single open reading frame with an apparent translational initiation site at nucleotide positions 
60-62 and an apparent stop codon at nucleotide positions 1311-1313. The predicted polypeptide precursor is 417 
amino acids long. The full-length PR01337 protein shown in Figure 136 has an estimated molecular weight of 
about 46,493 daltons and a pl of about 9.79. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
35. alignment analysis of the fiill-length sequence shown in Figure 136 (SEQ ID NO:236) revealed significant 
homology between the PR01337 amino acid sequence and the Dayhoff sequence THBG HUMAN. Homology 
was also found between the PR01337 amino acid sequence and die following Dayhoff sequences: 
KAIN_HUMAN, HSACT1_1, IPSP_HUMAN, G02081, HAMHPP_1, CPI6_RAT, S31507, AB000547_1, and 
KBP_MOUSE. 
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Clone DNA66672-1586 was deposited with the ATCC on September 22, 1998, and is assigned ATCC 
deposit no. 203265. 

EXAMPLE 72 : Isolation of cDNA clones Encoding Human PR01342 

A cDNA sequence isolated in the amylase screen described in Example 2 above is herein designated 

5 DNA43203. The DNA43203 sequence was then compared to a variety of expressed sequence tag (EST) 
databases which included public EST databases (e.g., GenBank) and proprietary EST DNA databases 
(LIFESEQTM, Incyte Pharmaceuticals, Palo Alto, CA; Genentech, South San Francisco, CA) to identify 
existing homologies. The homology search was performed using the con^uter program BLAST or BLAST2 
(Altshul et al.. Methods in Enzvmology 266 :460-480 (1996)). Those con^jarisons resulting in a BLAST score 
10 of 70 (or in some cases 90) or greater that did not encode known proteins were clustered and assembled into 
consensus DNA sequences with the program "phrap" (Phil Green, University of Washington, Seattle, 
Washington). The consensus sequence obtained thereftom is designated herein as ''DNA48360''. 

! =^ Based on the DNA48360 sequence, oligonucleotide probes were generated and used to screen a human 

' esophageal tissue library prq)ared as described in paragraph 1 of Example 2 above. The cloning vector was 
pRK5B (pRK5B is a precursor of pRK5D that does not contain the Sfil site; see, Etohnes et al.. Science. 

JJJ 253: 1278-1280 (1991)), and the cDNA size cut was less than 2800 bp. 
PGR primers (forward and reverse) were synthesized: 

ifl forward PGR primer : 5'-GAAGGACGAGGGTTTATGTGTTGAGG-3' (48360.fl; SEQ ID NO:244) 
reverse PGR nruner: 5'- GTGAGAGTTGGTGGGTGTGGTAGG-3' (48360.rl; SEQ ID NO:245) 

M Additionally, a synthetic oligonucleotide Itybridization probe was constructed from the E>NA48360 sequence 

';~ which had the following nucleotide sequence: 

□ hybridization probe : 

5'GGACCCAGGCATCTTGCTTTCCAGCCACAAAGAGACAGATGAAGATGC-3 (48360.pl; SEQ ID 
NO:246) 

25 hx order to screen several libraries for a source of a full-length clone, DNA from the libraries was 

screened by PGR amplification with the PGR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR01342 gene using the probe oligonucleotide and one of the PGR primers. 

A full length clone was identified that contained a single open reading frame with an apparent 
translational initiation site at nucleotide positions 239-241, and a stop signal at nucleotide positions 2027-2029 

30 (Figure 137; SEQ ID NO:242). The predicted polypeptide precursor is 596 amino acids long has a calculated 
molecular weight of approximately 57, 173 daltons and an estimated pi of approximately 4 . 82 . Additional features 
include: signal sequence at about amino acids 1-20; a transmembrane domain at about amino acids 510-532; a 
potential N-gJycosylation site at about amino acids 25-28; a glycosaminoglycan attachment site at about amino 
acids 325-328; and bacterial ice-nucleation protein octamer repeats at about amino acids 284-337, 404-457, 254- 

35 307, 359-412, 194-247, 239-292, 299-352, 134-187, 314-367, and 164-217. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), usmg a WU-BLAST2 sequence 
alignment analysis of the fiill-length sequence shown m Figure 138 (SEQ ID NO:243), evidenced some 
homology between the PR01342 amino acid sequence and the following Dayhoff sequences: GELZG178_2, 
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LMSAP2GN_1, D88734_, AMYH_YEAST, MMDSPPG_1, VGLX_HSVEB, S52714, CELF59A6_5, 
CELK06A9_3, and YM96_YEAST. 

Clone DNA66674-1599 was deposited with the ATCC on September 22, 1998, and is assigned ATCC 
deposit no. 203281. 

5 EXAMPLE 73 : Isolation of cDNA clones Encoding Human PR01343 

A cDNA sequence isolated in the amylase screen d^cribed in Example 2 above was found, by the WU- 
BLAST2 sequence alignment computer program, to have no significant sequence identity to any known human 
encoding nucleic acid. This cDNA sequence is herein designated DNA48921 . Probes were generated from the 
sequence of the DNA48921 molecule and used to screen a human smooth muscle cell tissue library prepared 
10 as described in paragraph 1 above. The cloning vector was pRK5B (pRK5B is a precursor of pRK5D fliat does 
not contam the Sfil site; see. Holmes et al., Science . 253:1278-1280 (1991)), and the cDNA size cut was less 
than 2800 bp. 

|i =A The oligonucleotide probes employed were as follows: 

y forward PGR primer (48921 .m 5'-CAATATGCATCTTGCACGTCTGG-3' (SEQ ID NO:249) 
li reverse PGR primer (48921. rP 5'-AAGGTTCTCTGCTTGCTTTGCTGC-3' (SEQ ID NO:250) 
^ifj hybridization probe (48921.^1) 

5'-TGACCCCATTGAGAAGGTCATTGAAGGGATGAACCGAGGGCTG-3' (SEQ ID NO:251) 
y A fall length clone was identified that contained a single open reading frame with an apparent 

translational initiation site at nucleotide positions 71-73 and a stop signal at nucleotide positions 812-814 (Figure 
i y 139, SEQ ID NO:247). The predicted polypeptide precursor is 247 amino acids long, has a calculated molecular 
;"7 weight of jqpproximately 25,335 daltons and an estimated pl of approximately 7.0. Analysis of the fiill-length 
PR01343 sequence shown in Figure 140 (SEQ ID NO:248) evidences the presence of the following: a signal 
= - peptide from about amino acid 1 to about amino acid 25 and a homologous region to circumsporozoite repeats 
from about amino acid 35 to about amino acid 225. Clone DNA66675-1587 has been deposited wilh ATCC on 
25 September 22, 1998 and is assigned ATCC deposit no. 203282. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 140 (SEQ ID NO:248), evidenced significant 
homology between the PRO 1343 amino acid sequence and the following Dayhoff sequences: CSP PLACC, 
CEF25H8_2, U88974_40, BNAMRNAA_1, BOBOPC3_l, S58135, AF061832_1, BHU52040_1, 
30 HUMPROFILE_l and MTV023_14. 

Additionally, an Incyte EST clone (Incyte EST clone no. 4701 148) having homology to the DNA48921 
sequence was obtained and the insert sequenced, thereby giving rise to the DNA66675-1587 sequence shown 
in Figure 139. 

35 

EXAMPLE 74 : Isolation of cDNA clones Encoding Human PRO1480 

Using the methods described m Exanqjle 1 above, Incyte EST Nos. 550415 and 1628847 were identified 
as sequences of interest having BLAST scores of 70 or greater that did not encode known proteins. These 
sequences were clustered and assembled into a consensus DNA sequence with the program "phrap" (Phil Green, 
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University of Washington, Seattle, Washington). This consensus sequence is designated herein as "DNA1395''. 
In addition, the "DNA1395" consensus sequence was extended using repeated cycles of BLAST and phrap to 
extend the consensus sequence as far as possible using the sources of EST sequences discussed above. The 
extended consensus sequence is designated herein as "DNA40642''. Based on the DNA40642 consensus 
sequence, oligonucleotides were synthesized: 1) to identify by PGR a cDNA library that contained the sequence 
5 of interest, and 2) for use as probes to isolate a clone of the hill-Iength coding sequence for PRO1480. 
PGR primers (forward and reverse) were synthesized: 
forward PGR primer : AGCCCGTGCAGAATCTGCTCCTGG (40642.fl; SEQ ID NO:254) 
reverse PGR pruners : TGAAGGGAGGGGAGCGTCGTGTGG (40642.rl; SEQ ID NO:255); 
GTAGAGGCTGGAGTTGGC (40642.r2; SEQ ID NO:256) 
10 Additionally, synthetic oligonucleotide hybridization probes were constructed from the consensus 

DNA40642 sequence which had the following nucleotide sequence: 

hybridization probes : AGAAGCCATGTGAGCAAGTGCAGTTGCAGCCGAAGACAGTG (40642.pl ; SEQ ID 
i j NO:257); GAGGTGGAGATGTTGTCATCGGGAGAGGGGGTGCAGAATGTGCTG (40642.p2; SEQ ID 
]g NO:258). 

If' Li order to screen several libraries for a source of a fiiU-length clone, DNA from the libraries was 

71: screened by PGR amplification with the PGR primer pair identified above. A positive library was then used to 
isolate clones encoding the PRO1480 gene using the probe oligonucleotide and one of the PGR primers. RNA 
==^ for construction of the cDNA libraries was isolated from human fetal kidney tissue. 

DNA sequencing of the clones isolated as described above gave the fiill-length DNA sequence for 
W PRO1480, designated herein as DNA67962-1649 [Figure 141, SEQ ID NO:252]; and the derived protein 
l2 sequence for PRO1480. 

Q The enture coding sequence of PRO1480 is shown m Figure 141 (SEQ ID NO:252). Glone DNA67962- 

^ 1649 contains a single open reading frame witti an apparent translational initiation site at nucleotide positions 
241-243 and an apparent stop codon at nucleotide positions 2752-2754. The predicted polypeptide precursor 
25 is 837 amino acids long. The full-length PRO1480 protein shown ia Figure 142 has an estimated molecular 
weight of about 92,750 daltons and a pl of about 7.04. Additional features include: transmembrane domains 
at about amino acids 23-46 (type IT) and 718-738; potential N-glycosylalion sites at about amino acids 69-72, 
96-99, 165-168, 410-413, 525-528, and 630-633; and a leucme zipper pattern at about amino acids 12-33. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
30 alignment analysis of the full-length sequence shown in Figure 142 (SEQ ID NO:253), revealed significant 
homology between the PRO1480 amino acid sequence and Dayhoff sequence 148746. Homology was also shown 
between the PRO1480 amino acid sequence and the following Dayhoff sequences: S66498; P_W17658; 
MMU69535_1; HSU60800_1; 148745; A49069; 148747; GGU28240_1; and AF022946_1. 

Clone DNA67962-1649 has been deposited wifli ATCC and is assigned ATCC deposit no. 20329 1 . 

35 

EXAMPLE 75 : Isolation of cDNA clones Encoduig Human PRO 1487 

A smgle Merck EST, HSG2ID01 1, referred herein as "DNA8208'', was identified as an EST of uiterest 
having a BLAST score of 70 or greater that did not encode a known protein as described m Example 1 above. 
The DNA8208 sequence was extended using repeated cycles of BLAST and the program "phrap" (Phil Green, 
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University of Washington, Seattle, Washington) to extend the sequence as far as possible using the sources of 
EST sequences discussed above. The resulting consensus sequence is designated herein as "DNAdSSSe". Based 
on the DNA68836 consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library 
that contained the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding 
sequence for PRO 1487. 

PCR primers (forward and reverse) were sjoithesized: 
forward PCR primer : GTGCCACTACGGGGTGTGGACGAC (54209.fl; SEQ ID NO:261) and 
reverse PCR primer TCCCATTTCTTCCGTGGTGCCCAG (54209.rl; SEQ ID NO:262) 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus 
DNA68836 sequence which had the following nucleotide sequence: 

hybridization probe CCAGAAGAAGTCCTTCATGATGCTCAAGTACATGCACGACCACTAC (54209.pl; 
SEQ ID NO:263) 

In order to screen several libraries for a source of a full-length clone, DNA firom the libraries was 
screened by PCR amplification with the PCR pruner pair identified above. A positive library was then used to 
isolate clones encoding the PR01487 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated human fetal kidney tissue. 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PR01487 (designated herem as DNA68836-1656 (Figures 143A-B; SEQ ID NO:259) and the derived protein 
sequence for PR01487 (Figure 144; SEQ ID NO:260). 

The entire coding sequence of PR01487 is shown in Figures 143A-B (SEQ ID NO:259). Clone 
DNA68836-1656 contains a single open reading frame with an apparent translational initiation site at nucleotide 
positions 489-491 and an apparent stop codon at nucleotide positions 2895-2897. The predicted polypeptide 
precursor is 802 amino acids long The fiill-lengtfa PR01487 protein shown m Figure 144 has an estimated 
nralecular weight of about 91,812 daltons and a pi of about 9.52. Additional features mclude a signal peptide 
at about ammo acids 1-23; potential N-glycosylation sites at about amino acids 189-192, 623-626, and 796-799; 
and a cell attachment sequence at about amino acids 62-64. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 144 (SEQ ID NO:260), revealed significant 
homology between the PR01487 amino acid sequence and the following Dayhoff sequences: CET24D1_1, 
S44860, CELC02H6_1, CEC38H2_3, CELC17A2_5, CET09E11_10, CEE03H4_3, CELT22B11_3, 
GGU82088_1, and CEF56H6_1. 

Clone DNA68836-1656 was deposited with the ATCC on November 3, 1998, and is assigned ATCC 
deposit no. 203455. 

EXAMPLE 76 : Isolation of cDNA clones Encodmg Human PR01418 

Use of the signal sequence algorithm described in Bxmaple 3 above allowed identification of an EST 
cluster sequence from an Incyte database. This EST cluster sequence was then compared to a variety of 
ejqpressed sequence tag (EST) databases which included public EST databases (e.g., GenBank) and a proprietary 
EST DNA database (UFESEQ®, lacyte Pharmaceuticals, Palo Alto, CA) to identify existing homologies. One 
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or more of die ESTs was derived from a placenta tissue library. The homology search was performed using the 
computer program BLAST or BLAST2 (Altshul et al.. Methods in Enzvmology 266:460-480 (1996)). Those 
comparisons resulting in a BLAST score of 70 (or in some cases 90) or greater that did not encode known 
proteins were clustered and assembled into a consensus DNA sequence with the program "phrap" (Phil Green, 
University of Washington, Seattle, Washington). The consensus sequence obtained therefrom is hereia 
5 designated DNA58845. 

In light of the sequence homology between the DNA58845 sequence and an EST included in Incyte 
clone 1306026, that clone was purchased and the cDNA insert was obtained and sequenced. The sequence of 
this cDNA insert is shown in Figure 145 and is herein designated as DNA68864-1629. 

The full length clone shown in Figure 145 contained a single open reading frame with an apparent 
10 translational initiation site at nucleotide positions 138-140 and ending at the stop codon found at nucleotide 
positions 1188-1190 (Figure 145; SEQ ID NO:264). The predicted polypeptide precursor (Figure 146, SEQ 
ID NO:265) is 350 amino acids long with a signal peptide at about amino acids 1-19 of SEQ ID NO:265. 
ii'^ PR01418 has a calculated molecular weight of approximately 39,003 daltons and an estimated pi of 
■ S approximately 5.59. Clone DNA68864-1629 was deposited with the ATCC on September 22, 1998 and is 

i si assigned ATCC deposit no. 203276. 

in 

iX: An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 

llii aligiiment analysis of the filll-leiigth sequence shown in Figure 146(SEQIDNO:265), revealed sequence identity 
between the PRO 14 18 amino acid sequence and the following Dayhoff sequences (data incorporated herein): 

'l^ AGA1_HAEIN (immunoglobulm al protease precursor), P_W03740, CELT23E7_1, SSN6_YEAST, 

m MMPININ_1, AB00993_1, P_R52601, S22624, A10377_l and MUAl JCENLA. 

ra EXAMPLE 77 : Isolation of cDNA clones Encoding Human PR01472 

■~ An Incyte sequence was identified and put in a conqniter to determine whether it had homology with 

other proteins in databases. The EST databases included public EST databases (e.g., GenBank), and the 

25 proprietary EST database (LIFESEQ®, Incyte Pharmaceuticals, Palo Alto, CA). The search was performed 
usmg die computer program BLAST or BLAST2 [Altschul et al.. Methods m Enzvmology . 266:460-480 (1996)] 
as a conq^arison of the BCD protein sequences to a 6 frame translation of the EST sequences. Those 
con5)arisons resulting in a BLAST score of 70 (or in some cases, 90) or greater that did not encode known 
proteins were clustered and assembled into consensus DNA sequences with the program "phr^" (Pliil Green, 

30 University of Washington, Seattle, Washington). 

A consensus DNA sequence encoding PRO 1472 was assembled relative to other EST sequences using 
phrap. This consensus sequence is designated hereia "DNA62824". Based on the DNA62824 consensus 
sequence and other discoveries and information provided herein, the Incyte clone including EST 1579843 (from 
a duodenal tissue library) found in the assembly was purchased and sequenced in frill. 

35. Sequencing provided the entire coding sequence of PR01472 as shown in Figure 147 (SEQ ID 

NO:266) . Clone DNA68866-1644 contams a single open reading firame with an apparent translational itiitiation 
site at nucleotide positions 134-136 and an apparent stop codon at micleotide positions 1532-1534 of SEQ ID 
NO:266. The predicted polypeptide precursor is 466 amino acids long. As indicated in Figure 148, die signal 
peptide is at about amino acid positions 1-17 and the transmembrane domains are at about positions 131-150 and 
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235-259 of SEQ ID NO:267. Clone DNA68866-1644 has been deposited with ATCC and is assigned ATCC 
deposit no. 203283. The fiiil-length PR01472 protein shown in Figure 148 has an estimated molecular weight 
of about 52,279 daltons and a pi of about 6.16. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a ■WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown mFigure 148 (SEQ ID NO:267), revealed sequence identity 
5 between the PR01472 amino acid sequence and the following Dayhoff sequences (data incorporated herein): 
BUTY_HUMAN, HS45P21_1, HS45P21_3, HS45P21_5, HS45P21_4, HSU90142_1, HSU90546_1, 
AF033107_1, MMHC135G15_7 and HSB73_1. 

EXAMPLE 78 : Isolation of cDNA clones Encoding Human PR01461 

10 Use of the signal sequence algorilhm described in Example 3 above allowed identification of an EST 
cluster sequence from the UFESEQ® database, designated Incyte EST Cluster No. 159103, and also referred 
to hereui as "DNA10747'' . The DNA10747 sequence was then compared to a variety of EST databases which 

U' included public EST datJibases (e.g. , GenBank) and the LIFESEQ® database, to identify existing homologies. 
% The homology search was performed using the computer program BLAST or BLAST2 (Altshul et al. , Methods 
|=i in Enzymology 266:460-480 (1996)). Those con:q)arisons resulting m a BLAST score of 70 (or in some cases 
I y 90) or greater that did not encode known proteins were clustered and assembled into a consensus DNA sequence 

11 with the program "phr^" (PhU Green, University of Washington, Seattle, Washington). One or more of the 
P ESTsusedintheassenibly was derived from a library constructed fk)m pancreatic tuBoor tissue. The consensus 
i'^ sequence obtained therefrom is herein designated "DNA59553''. 

fU Inlightof the sequence homology bet9/een the DNA59553 sequence and an EST sequence cont^^ 

I within focyte EST no . 2944541 , the EST clone was purchased and the cDNA insert was obtamed and sequenced. 

Q The sequence of ttiis cDNA insert is shown in Figure 149 and is herein designated as DNA68871-1638. 

The full length clone shown in Figure 149 contained a single open reading frame with an apparent 
translational initiation site at nucleotide positions 32-34 and ending at the stop codon found at nucleotide positions 

25 1301-1303 (Figure 149; SEQ ID NO:268). The predicted polypeptide precursor (Figure 150, SEQ ID NO:269) 
is 423 amino acids long. PR01461 has a calculated molecular weight of ^proximately 47,696 daltons and an 
estimated pl of approximately 8.96. Additional features include: a type n transmembrane domain at about amino 
acids 21-40; an ATP/GTP-binding site motif A (P-loop) at about amino acids 359-366; a trypsin family histidine 
active site at about amino acids 228-233; potential N-myristoylation sites at about amino acids 179-184, 213-218, 

30 317-322, and 360-365; and potential N-glycosylation sites at about amino acids 75-78, 166-169 and 223-226. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of ttie full-length sequence shown in Figure 150 (SEQ ID NO:269), revealed significant 
homology between the PR01461 amino acid sequence Dayhoff sequence no. P_R89435. Homology was also 
found to exist between the PR01461 amino acid sequence and the following additional Dayhoff sequences: 

35 AB002134_1, P_R89430, P_W22987, HEPS_MOUSE, ENTK_HUMAN, P_W22986, KAL_MOUSE, 
ACRO_PIG, p_R57283, and TRY7_AN0GA. 

Clone DNA68871-68871 was deposited with the ATCC on September 22, 1998, and is assigned ATCC 
deposit no.203280. 
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EXAMPLE 79 : Isolation of cDNA clones Encoding Human PRO1410 

Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 
cluster sequence from the Incyte database, designated Incyte EST cluster sequence no. 98502. This EST cluster 
sequence was then compared to a variety of expressed sequence tag (EST) databases which included public EST 
databases (e.g. , GenBank) and a proprietary EST DNA database (LIFESEQ®, Incyte Pharmaceuticals, Palo Alto, 

5 CA) to identify existing homologies . The homology search was performed usmg the computer program BLAST 
or BLAST2 (Altshul et al.. Methods in Enzymology 266:460-480 (1996)). Those conqjarisons resulting m a 
BLAST score of 70 (or in some cases 90) or greater that did not encode known proteins were clustered and 
assembled uito a consensus DNA sequence with the program "phrap" (Phil Green, University of Washington, 
Seattle, Washington). The consensus sequence obtained therefrom is herein designated DNA56451 . 
10 In light of flie sequence homology between the DNA56451 sequence and an EST sequence contained 

within the Incyte EST clone no. 1257046, the Incyte EST clone 125046 was purchased and the cDNA insert was 
obtained and sequenced. The sequence of Ms cDNA insert is shown in Figure 151 and is herein designated as 

11:^ DNA68874-1622. 

^ Clone DNA68874-1622 contains a single open reading frame with an apparent translational initiation 

i i site at nucleotide positions 152-154 and ending at the stop codon at nucleotide positions 866-868 (Figure 151). 
i|f j The predicted polypeptide precursor is 238 amino acids long (Figure 152). The full-length PRO1410 protein 
;y[ shown in Figure 152 has an estimated molecxilar weight of about 25,262 daltons and a pi of about 6.44. Analysis 
0 of the full-length PRO1410 sequence shown in Figure 152 (SEQ ID NO:271) evidences the presence of the 

following: a signal peptide from about amino acid 1 to about amino acid 20, a transmembrane domain from about 
ill aiiiino acid 194 to about amino acid 220 aiid a potential N-glycosylation site from about anoinoa^ 132toabout 

amino acid 135. Clone DNA68874-1622 has been deposited with ATCC on September 22, 1998 and is assigned 
Q ATCC deposit no. 203277 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 

alignment analysis of the fiall-length sequence shown in Figure 152 (SEQ ID NO:271), evidenced significant 
25 homology betweenthePRO1410aniinoacidsequeiiceandthefollowingDayhoffsequeiices: 148652, P_R76466, 

HSMHC3W36A_2, EPB4_HUMAN, P_R14256, EPA8_MOUSE, P_R77285, P_W13569, AF000560_1, and 

ASF1_HELAN. 

EXAMPLE 80 : Isolation of cDNA clones Encoding Human PR01568 

30 A consensus DNA sequence was assembled relative to other EST sequences using phrap to form an 

assembly as described in Example 1 above. The consensus sequence is designated herein "DNA54208" . Based 
on the DNA54208 consensus sequence, the assembly and other information and discoveries provided herein, a 
clone including an EST in the assembly was ordered and sequenced. The EST is Incyte 3089490. Sequencing 
in fiiU gave the sequence shovm in Figure 153. 

35 The entire coding sequence of PR01568 is included in Figure 153 (SEQ ID NO:272). Clone 

DNA68880-1676 contains a single open reading frame with an apparent translational initiation site at nucleotide 
positions 208-210 and an apparent stop codon at nucleotide positions 1123-1125 of SEQ ID NO:272. The 
predicted polypeptide precursor is 305 amino acids long. The signal peptide, transmembrane regions, N- 
myristoylation and amidation sites are also indicated in Figure 154. Clone DNA68880-1676 has been dqposited 
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with the ATCC and is assigned ATCC deposit no. 203319. The full-length PR01568 protein shown in Figure 
154 has an estimated molecular weight of about 35,383 daltons and a pi of about 5.99. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 154 (SEQ ID NO:273), revealed sequence identity 
between the PRO 1568 amino acid sequence and the following Dayhoff sequences (incorporated herein): 
5 AF089749_1, AF054841_1, NAG2_HUMAN, CD63_HUMAN, CD82_HUMAN, P_W05732, P_R86834, 
A15_HUMAN, P_W27333 and CD37_HUMAN. 

EXAMPLE 81 : Isolation of cDNA clones Encoding Human PRO1570 

A consensus DNA sequence encoding PRO1570 was assembled relative to other EST sequences using 
10 phrap as described in Example 1 above to form an asseniby. This consensus sequence is designated herein as 
"DNA65415". Based on the DNA65415 consensus sequence and other discoveries and information provided 
herein, the clone including Incyte EST 3232285 (from a uterine/colon cancer tissue library) was purchased and 
i=i= sequenced in fiiU which gave SEQ ID NO:274. 

The entire coding sequence of PRO1570 is inchided in Figure 155 (SEQ ID NO:274). Clone 
i~i DNA68885-1 678 contains a single open reading frame with an apparent translational initiation site at nucleotide 
"y^l positions 210-212 and an apparent stop codon at nucleotide positions 1506-1508 of SEQ ID NO:274. The 
l=h predicted polypeptide precursor is 432 amino acids long. Figure 275 shows a number of motifs. Clone 
|J DNA68885-1678 has been deposited with the ATCC and is assigned ATCC deposit no. 203311. The full-length 
PR0157Q protein shown in Figure 156 has an estimated molecular weight of about 47,644 daltons and a pl of 
M about 5.18. 

: "7 An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 

2 alignment analysis of flie full-length sequence shown in Figure 156 (SEQ ID NO:275), revealed sequaice identity 
ii'=^ between the PRO1570 amino acid sequence and flie following Dayhoff sequences (incorporated herein): 
P_W22986, TMS2_HUMAN, HEPS_HUMAN, P_R89435, AB002134_1, KAL_MOUSE, ACRO HUMAN, 
25 GEN12917, AF045649_1 , and P_W34285. 

EXAMPLE 82 : Isolation of cDNA clones Encoding Human PR01317 

A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 
in Example 1 above. This consensus sequence is designated herein "ConsenSSeS". In addition, the Consen8865 

30 consensus sequence was extended using repeated cycles of BLAST and phrap to extend the consensus sequence 
as far as possible using the sources of EST sequences discussed above. The extended consensus sequence is 
designated herein as ''DNA63334''. Based on the DNA63334 consensus sequence, oligonucleotides were 
sjm.1hesized: 1) to identify by PGR a cDNA library that contained the sequence of interest, and 2) for use as 
probes to isolate a clone of the full-length coding sequence for PR01317. 

35 PGR primers (forward and reverse) were ssmthesized: 

forward PGR primer : GTGGTGGTGAAATGTGGCGTGGAG (63334.fl; SEQ ID NO:278); and 
reverse PGR primer : GTGTGGTCCTGGCTGTCCAGCGAG (63334.rl; SEQ ID NO:279). 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus 
DNA63334 sequence which had the following nucleotide sequence: 
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hybridization probe : CATCTTGTCATGTACCTGGGAACCACCACAGGGTCGCTCCACAAG (63334.pl; SEQ 
ID NO:280). 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PGR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR01317 gene using the probe oligonucleotide and one of the PCR primers. RNA 
5 for construction of the cDNA libraries was isolated firom human hippocampal tissue. 

DNA sequencing of the clones isolated as described above gave ihe full-lengfli DNA sequence for 
PR01317 (designated herein as DNA71166-1685 [Figure 157, SEQ ID NO:276]; aad the derived protein 
sequence for PR01317. 

Theentirecodingsequenceof PR01317is showninFigure 157 (SEQID NO:276). Clone DNA71166- 
10 1685 contains a single open reading frame with an apparent translational initiation site at nucleotide positions 
105-107 and an apparent stop codon at nucleotide positions 2388-2390. The predicted polypeptide precursor 
: is 761 amino acids long and has an estimated molecular weight of about 83,574 daltons and a pi of about 6.78. 
1'"^ An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 

15 alignment analysis of the fiill-length sequence shown in Figure 158 (SEQ ID NO:277), revealed significant 
fifi homology between the PR01317 amino acid sequence and Dayhoff sequence no. 148745. Homology was also 
'tl revealed between the PR01317 amino acid sequence the following Dayhoff sequences: 148746, GrEN13418, 
~ P_W58540, P_217657, MUSC1_1, P_471380, U73167_5, HSU33920_1, and GG828240_1. 
■C Clone DNA71 166-1685 was deposited with the ATCC on October 20, 1998, and is assigned ATCC 

deposit no. 203355. 

i EXAMPLE 83 : Isolation of cDNA clones Encoding Human PRO1780 
Q The DNA63837.init sequence was obtained as described in Example 1 above and was extended using 

jl^i repeated cycles of BLAST and the program "phrap" (Phil Green, University of Washington, Seattle) to extend 
the consensus sequence as far as possible using the sources of EST sequences discussed above. The extended 
25 consensus sequence is designated herem as "DNA63837''. Based on the DNA63837 consensus sequence, 
oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained the sequence of interest, 
and 2) for use as probes to isolate a clone of the fiiU-length coding sequence for PRO1780. 

30 PCR primers (forward and reverse) were synthesized: 

forward PCR primer : TGCCTTTGCTCACCTACCCCAAGG (63837.fl; SEQ ID NO:283) 

reverse PCR primer : TCAGGCTGGTCTCCAAAGAGAGGG (63837.rl; SEQ ID NO:284) 

Additionally, a synthetic oligonucleotide hybridization probe was constructed fi-om the consensus 

DNA63837 sequence which had the following nucleotide sequence: 
35 hybridization probe : CCCAAAGATGTCCACCTGGCTGCAAATGTGAAAATTGTGGACTGG (63837.pl; 

SEQ ID NO:285) 

In order to screen several libraries for a source of a fiill-length clone, DNA from the libraries was 
screened by PCR an5)lification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding flie PRO1780 gene using the probe oligonucleotide and one of the PCR primers. RNA 
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for construction of the cDNA libraries was isolated from a human fetal kidney. 

DNA sequencmg of the clones isolated as described above gave the full-length DNA sequence for 
PRO1780 (designated herein as DNA71 169-1709 [Figure 159, SEQ ID NO:281]; and the derived protein 
sequence for PRO 1780. 

The entire coding sequence of PRO1780 is shown in Figure 159 (SEQ ID NO:281). Clone DNA71 169- 
5 1709 contains a single open reading frame with an apparent translational initiation site at nucleotide positions 
68-70 and an apparent stop codon at nucleotide positions 1637-1639. The predicted polypeptide precursor is 523 
amino acids long. The ftill-length PRO 1780 protein shown in Figure 160 has an estimated molecular weight of 
about 59,581 daltons and a pi of about 8.68. Additional features include a signal peptide sequence at about 
amino acids 1-19; a transmembrane doinain at about amino acids 483-504; tyrosine phosphorylation sites at about 
10 amino acids 68-74 and 425-433; N-myristoylation sites at about amino acids 16-21, 301-206, 370-375, and 494- 
499; and a leucine zipper pattern at about amino acids 493-514. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
1-^^ alignment analysis of die full-length sequence shown in Figure 160 (SEQ ID NO:282), revealed significant 
homology between the PRO1780 amino acid sequence and the following Dayhoff sequences: UI>A2_RABIT, 
i2 CGTHUMAN, UD11_HUMAN, P_R26153, UDBIJIAT, HSU59209_1, AB010872_1, UDB5JS10USE, 
J; UDB8_HUMAN, and UD 14_HUMAN. 

[ . Clone DNA71 169-1709 was deposited with the ATCC on November 17, 1998, and is assigned ATCC 

S deposit no. 203467. 

f U EXAMPLE 84 : Isolation of cDNA clones Encoding Human PR01486 

fj A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 

iij in Example 1 above. This consensus sequence is designated herein ''DNA48897". Based on die DNA48897 
P consensus sequence, oligonucleotides were S3mthesized: 1) to identify by PGR a cDNA library that contained 

the sequence of interest, and 2) for use as probes to isolate a clone of the fiill-length coding sequence for 
25 PR01486. 

PGR primers (forward and reverse) were synthesized: 

forward PGR primer 5'AGGCAGGGAGGAGGTGTGTGGTAG3' (SEQ ID NO:288); and 

reverse PGR primer 5'GAGAGAGGGAAGATGAGGAAGCGAGAG3' (SEQ ID NO:289). 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus 
30 DNA48897 sequence which had the following nucleotide sequence: 

hybridization probe 5'CTGTGCTACTGCCCTTGGACCCTGGGGACCGAGTGTCTCTGC3' (SEQ ID 

NO:290). 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PGR amplification with the PGR pruner pair identified above. A positive library was then used to 
35 isolate clones encoding the PR01486 gene using the probe oligonucleotide and one of the PGR primers. RNA 
for construction of the cDNA libraries was isolated from a human adenocarcinoma cell line. 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PR01486 and the derived protein sequence for PR01486. 

The entire coding sequence of PR01486 is included in Figure 161 (SEQ ID NO:286). Clone 



DNA71 180-1655 contains a single open reading frame with an apparent translational initiation site at nucleotide 
positions 472-474 and an apparent stop codon at nucleotide positions 1087-1089 of SEQ ID NO: 286. The 
predicted polypeptide precursor is 205 amino acids long. The signal peptide is at about amino acids 1-32 of 
SEQ ID NO:287. Regions similar to those of Clq and an N-glycosylationi site are located as indicated in Figure 
162. Clone DNA71 180-1655 has been deposited with the ATCC and is assigned ATCC deposit no. 203403. 
5 The full-length PR01486 protein shown in Figure 162hasanestimatedmolecularweightof about21,521 daltons 
and a pi of about 7.07. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shownin Figure 162 (SEQ ID NO:287), revealed sequence identity 
between the PR01486 amino acid sequence and the following Dayhoff sequences: CERB_HUMAN, 
10 CERL_RAT, GEN11893. P_R22263, CA18_HUMAN, CIQC_HUMAN, AF054891_1, A57131, 
HUMClQb2_l, ACR3_MOUSE. 

hi EXAMPLE 85 : Isolation of cDNA clones Encoding Human PR01433 

^2 A consensus DNA sequence was assembled relative to other EST seqtiences using phrap as described 

C in Example 1 above. This consensus sequence is herein designated DNA45230. Based on the DNA45230 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
m PR01433. 

■ PCR primers (forward and reverse) were synthesized: 

forward PCR primer f45230.fl) 5'-GCTGACCTGGTTCCCATCTACTCC-3' (SEQ ID NO:293) 
reverse PCR primer r45230.rl> 5'-CCCACAGACACCCATGACACTTCC-3' (SEQ ID NO:294) 

^ Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA45230 
sequence which had the following nucleotide sequence 

^ hybridization probe (45230.01) 

25 5 '-AAGAATGAATTGTACAAAGCAGGTGATCTTCGAGGAGGGCTCCTGGGGCC-3 ' (SEQ ID NO:295) 
In order to screen several libraries for a source of a fiill-length clone, DNA from the libraries was 

screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR01433 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human adrenal gland tissue. 
30 DNA sequencing of the clones isolated as described above gave the fiill-length DNA sequence for 

PR01433 (designated herein as DNA71 184-1634 [Figure 163, SEQ ID NO:291]; and the derived protein 
sequence for PR01433. 

The entire nucleotide sequence of DNA71 184-1634 is shown in Figure 163 (SEQ ID NO:291). Clone 
DNA71 1 84-1634 contains a single open reading frame with an ^parent translational initiation site at nucleotide 
35 positions 185-187 and ending at the stop codon at nucleotide positions 1349-1351 (Figure 163). The predicted 
polypeptide precursor is 388 anuno acids long (Figure 164). The full-lengfli PR01433 protein shown in Figure 
164 has an estimated molecular weight of about 43,831 daltons and a pl of about 9.64. Analysis of the fuU- 
length PR01433 sequence shown in Figure 164 (SEQ ID NO:292) evidences flie presence of the following: a 
transmembrane domain from about amino acid 76 to about amino acid 97, potential N-glycosylation sites from 
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about amino acid 60 to about amino acid 63, from about amino acid 173 to about amino acid 176 and from about 
amino acid 228 to about amino acid 231 and potential N-myristolation sites from about amino acid 10 to about 
amino acid 15, from about amino acid 41 to about amino acid 46, from about amino acid 84 to about amino acid 
89, from about amino acid 120 to about amino acid 125, from about amino acid 169 to about amino acid 174, 
from about amino acid 229 to about amino acid 234, from about amino acid 240 to about amino acid 245, from 
5 about amino acid 318 to about amino acid 323 and from about amino acid 378 to about amino acid 383. Clone 
DNA71184-1634 has been deposited with ATCC on September 22, 1998 and is assigned ATCC deposit no. 
203266. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignmexit atialysis of die full-lengfli sequence shown in Figure 164 (SEQ ID NO:292), evidenced significant 
10 homology between the PR01433 amino acid sequence and the following Dayhoff sequences: CELWOlAl 14, 
CEF59A1_4, S67138, MTV050_3, S75135 and S12411. 

i j EXAMPLE 86 : Isolation of cDNA clones Encoding Human PRO1490 

A consensus DNA sequence was assembled relative to other EST sequences using phr^ as described 
lisi in Example 1 above. This consensus sequence is herein designated DNA67006. Based on the DNA67006 
;p consensus sequence, oligonucleotides were sjnnthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of die full-length coding sequence for 
y PRO1490. 

I PCR primers (forward and reverse) were sjoithesized: 

111 forward PCR primer (67006.fl) 5'-CTTCCTCTGTGGGTGGACCATGTG-3' (SEQ ID NO:298) 
reverse PCR primer (67006 .rl) 5 -GCCACCTCCATGCTAACGCGG-3' (SEQ ID NO:299) 

iip Additionally, a synthetic oligonucleotide hybridization probe was constructed from tiie consensus DNA67006 
sequence which had die following nucleotide sequence 
- hybridization probe (67006.pl) 

25 5*-CCAAGGTCCTCGCTAAGAAGGAGCTGCTCTACGTGCCCCTCATCG-3' (SEQ ID NO:300) 



In order to screen several libraries for a source of a full-lengdi clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PRO1490 gene using the probe oligonucleotide and one of the PCR primers. RNA 
30 for construction of the cDNA libraries was isolated from human adrenal gland tissue. 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PRO1490 (designated herein as DNA71213-1659 [Figure 165, SEQ ED NO:296]; and the derived protein 
sequence for PRO1490. 

The entire nucleotide sequence of DNA71213-1659 is shown in Figure 165 (SEQ ID NO:296). Clone 
35 DNA71213-1659 contains a single open reading frame with an apparent translational initiation site at nucleotide 
positions 272-274 and ending at die stop codon at nucleotide positions 1376-1378 (Figure 165). The predicted 
polypeptide precursor is 368 amino acids long (Figure 166). The full-length PRO1490 protein shown in Figure 
166 has an estimated molecular weight of about 42,550 daltons and a pi of about 9. 1 1. Analysis of die full- 
length PRO1490 sequence shown in Figure 166 (SEQ ID NO:297) evidences die presence of die following: a 
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signal peptide from about amino acid 1 to about amino acid 25, transmembrane domains from about amino acid 
307 to about amino acid 323 and from about amino acid 335 to about amino acid 352 and tyrosine kinase 
phosphorylation sites from about amino acid 160 to about amino acid 168 and from about amino acid 161 to 
about amino acid 168. Clone DNA71213-1659 has been deposited with ATCC on October 27, 1998 and is 
assigned ATCC deposit no. 203401. 
5 An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 

alignment analysis of the full-length sequence shown in Figure 166 (SEQ ID NO:297), evidenced significant 
homology between the PRO1490 amino acid sequence and the following Dayhoff sequences: A52744_l , S60478, 
P_R99249, P_R59712, YBP2_YEAST, S54641, CELT05H4_15, CELF28B3_1, CELZK40_1 and 
YfflG_ECOLI. 

EXAMPLE 87 : Isolation of cDNA clones Encoding Human PR01482 

A cDNA clone (DNA71234-1651) encoding a native human PR01482 polypeptide was identified by 
H a yeast screen, in a hunian adrenal gland cDNA library that preferentially repre^ 
S cDNA clones. 

M The fiill-length DNA71234-1651 clone shown in Figure 167 contains a single open reading frame wifli 

an apparent translational initiation site at nucleotide positions 33-35 and ending at the stop codon at nucleotide 

I :,!; positions 462-464 (Figure 1 67) . The predicted polypeptide precursor is 143 amino acids long (Figure 1 68) . The 
i y full-length PR01482 protein shown in Figure 168 has an estimated molecular weight of about 15,624 daltons 
; and a pi of about 9.58. Analysis of the fiill-length PR01482 sequence shown m Figure 168 (SEQ ID NO:302) 
4 y evidences the presence of the following: a signal peptide fixjm about amino acid 1 to about amino acid 28 . Clone 
J~ DNA71234-1651 has been deposited with ATCC on October 27, 1998 and is assigned ATCC deposit no. 
203402. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
''^ alignment analysis of the fiill-length sequence shown in Figure 168 (SEQ ID NO:302), evidenced significant 
25 homology between the PR01482 amino acid sequence and the following Dayhoff sequences: A18267_3. 

EXAMPLE 88 : Isolation of cDNA clones Encodmg Human PR01446 

Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 
cluster sequence from the Incyte database. This EST cluster sequence was then compared to a variety of 

30 expressed sequence tag (EST) databases which included public EST databases (e.g. , GenBank) and a proprietary 
EST DNA database (LIFESEQ®, Incyte Pharmaceuticals, Palo Alto, CA) to identify existing homologies. One 
or more of the ESTs was derived from a pancreatic islet cell library. The homology search was performed using 
the computer program BLAST or BLAST2 (Altshul et al . , Methods in Enzymologv 266 : 460-480 ( 1 996)) . Those 
comparisons resultmg in a BLAST score of 70 (or in some cases 90) or greater that did not encode known 

35 protems were clustered and assembled into a consensus DNA sequence with the program "phrap" (Phil Green, 
University of Washington, Seattle, Washington). The consensus sequence obtained therefrom is herein 
designated DNA56514. 

In light of the sequence homology between the DNA56514 sequence and an EST sequence contained 
within the Incyte EST 2380344, the clone including tiiis EST was purchased and the cDNA insert was obtained 
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and sequenced. The sequence of this cDNA insert is shoAvn in Figure 169 and is herein designated as 
DNA71277-1636. 

The full length clone shown in Figure 169 contained a single open reading frame with an apparent 
translational initiation site at nucleotide positions 152-154 and ending at the stop codon found at nucleotide 
positions 479-481 (Figure 169; SEQ ID NO:303). The predicted polypeptide precursor (Figure 170, SEQ ID 
NO:304) is 109 amino acids long with a signal peptide at about amino acids 1-15 of SEQ ID NO:304. PR01446 
has a calculated molecular weight of approximately 1 1,822 daltons and an estimated pi of approximately 8.63. 
Clone DNA71277-1636 was deposited with the ATCC on September 22, 1998 and is assigned ATCC deposit 
no. 203285. 

An analysis of ths Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 170 (SEQ ID NO:304), revealed sequence identity 
between the PR01446 amino acid sequence and the following Dayhoff sequences (data incorporated herein): 
P53_CANFA, P53_FELCA, LRP1_HSV1F, OSU57338_l, S75842, P_P93722, AF002189_1, B70408, S54309 
and S53365. The fiKt in this list is further described in Kraegel, et al.. Cancer Lett . , 92(2): 181-186 (1995). 

EXAMPLE 89 : Isolation of cDNA clones Encodmg Human PR01558 

Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 
cluster sequence from the Incyte database, designated Incyte EST cluster sequence no. 86390. This EST cluster 
sequence was then compared to a variety of expressed sequence tag (EST) databases which included public EST 
databases (e.g. , GenBank) and a proprietary EST DNA database (LIFESEQ®, Incyte Pharmaceuticals, Palo Alto, 
CA) to identify existing homologies . The homology search was performed using the computer program BLAST 
or BLAST2 (Altshul et al.. Methods in Enzymology 266 :460-480 (1996)). Those comparisons resulting in a 
BLAST score of 70 (or in some cases 90) or greater that did not encode known proteins were clustered and 
assembled into a consensus DNA sequence with the program "phr^" (Phil Green, University of Washington, 
Seattle, Washington). The consensus sequence obtained dierefrom is herein designated DNA58S42. 

In light of the sequence homology between the DNA58842 sequence and an EST sequence contained 
withinthe Incyte EST clone no. 3746964, the Inqjte EST clone no. 3746964 was purchased and the cDNA insert 
was obtained and sequenced. The sequence of this cDNA insert is shown in Figure 171 and is herein designated 
as DNA71282-1668. 

Clone DNA71282-1668 contains a single open reading frame with an apparent translational initiation 
site at nucleotide positions 84-86 and ending at the stop codon at nucleotide positions 870-872 (Figure 171). The 
predicted polypeptide precursor is 262 amino acids long (Figure 172). The full-length PR01558 protein shown 
in Figure 172 has an estimated molecular weight of about 28,809 daltons and a pl of about 8.80. Analysis of 
the full-length PR01558 sequence shown in Figure 172 (SEQ ID NO:306) evidences the presence of the 
following: a signal peptide from about amino acid 1 to about amino acid 25, transmembrane domains from about 
amino acid 8 to about amino acid 30 and from about amino acid 109 to about amino acid 130, a potential N- 
glycosylation site from about amino acid 190 to about amino acid 193, a tyrosine kinase phosphorylation site 
from about amino acid 238 to about amino acid 246, potential N-myristolation sites from about amino acid 22 
to about amino acid 27, from about amino acid 28 to about amino acid 33, from about amino acid 110 to about 
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amino acid 115, from about amino acid 205 to about amino acid 210 and from about amino acid 255 to about 
amino acid 260 and amidation sites from about amino acid 3 1 to about amino acid 34 and from about amino acid 
39 to about amino acid 42. Clone DNA71282-1668 has been deposited with ATCC on October 6, 1998 and is 
assigned ATCC deposit no. 203312. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
5 alignment analysis of the full-length sequence shown in Figure 172 (SEQ ID NO:306), evidenced significant 
homology between the PR01558 amino acid sequence and the following Dayhoff sequences: AF075724_2, 
MXU24657_3, CAMT_EUCGU, MSU20736_1, P_R29515, B70431, JC4004, CEY32B12A_3, CELF53B3_2 
and P_R13543. 

i 

10 EXAMPLE 90 : Isolation of cDNA clones Encoding Human PRO1604 

An e3q)ressed sequence tag (EST) DNA database (LIFESEQ®, Incyte Riaimaceuticals, Palo Alto, CA) 

was searched. Incyte EST No. 3550440 was identified as having homology to HDGF. EST No. 3550440 was 
1=1 then conq)ared to various EST databases including public EST databases (e.g. GenBank), and the LIFESEQ® 

database, to identify homologous EST sequences. The search was performed using the conqmter program 
hi BLAST or BLAST2 [Altschul et al., Methods in Enzvmology . 266:460-480 (1996)]. Those comparisons 
f!J resulting in a BLAST score of 70 (or in some cases, 90) or greater that did not encode known proteins were 
= ,L clustered and assembled into consensus DNA sequences with the program "phrap" (Ptul Green, Utiiversity of 
' Washington, Seattle, Washington). This consensus sequence is designated herein "DNA67237''. 
; In light of the sequence homology between the DNA67237 sequence and EST no. 3367060 from the 

lU LIFESE(2® database, ihe done containing Incyte EST No. 3367060 was purdiased and the cDNA insert was 
• 7 obtained and sequenced to obtain the entire coding sequence of PRO1604 which is shown in Figure 173 (SEQ 
Q m NO:307). 

Clone DNA71286-1687 contains a single open reading frame with an £q>parent traoslational initiation 
site at nucleotide positions 65-67 and an apparent stop codon at nucleotide positions 2078-2080. The predicted 

25 polypeptide precursor is 671 amino acids long. The fiill-length PRO1604 protem shown in Figure 174 has an 
estimated molecular weight of about 74,317 daltons and a pi of about 7.62. Additional features include a signal 
peptide at about amino acids 1-13; potential cAMP- and cGMP-dependent protein kinase phosphorylation sites 
at about amino acids 156-159, 171-174, and 451-454; potential N-myristoylation sites at about amino acids 46- 
51, 365-370, and 367-372; and a cell attachment sequence at about amino acids 661-663. 

30 An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 

alignment analysis of die fiill-length sequence shown in Figure 174 (SEQ ID NO:308), revealed significant 
homology between the PRO1604 amino acid sequence and Dayhoff sequence no. P_W37483. Homology was 
also shown between the PRO1604 amino acid sequence and the following additional Dayhoff sequences: 
AF063020_1, P_R66727, P_W37482, JC5661, CEC25A1_11, CEU33058_1, 138073, MST2_DROHY, and 

35 HSATRX36_1. 

Clone DNA71286-1687 was deposited with the ATCC on October 20, 1998, and is assigned ATCC 
deposit no. 203357. 



EXAMPLE 91 : Isolation of cDNA clones Encoding Human PR01491 
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A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 
in Example 1 above. This consensus sequence is herein designated DNA67202. Based on the DNA67202 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PGR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PR01491. 

5 PGR primers (forward and reverse) were synthesized: 

forward PGR primer (67202.fn 5'-CAACGCAGCCGTGATAAACAAGTGG-3' (SEQ ID N0:311) 
reverse PGR primer (67202.rn 5'-GCTTGGACATGTACCAGGCCGTGG-3' (SEQ ID NO:312) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA67202 
sequence which had the following nucleotide sequence 

10 hybridization probe (67202.pl') 

5'-GGCCAGACTGATTTGCTCAATTCCTGGAAGTGATGGGGCAGATAC-3' (SEQ ID NO:313) 

RNA for construction of flie cDNA libraries was isolated from human aortic endothelial cell tissue. 

|==i DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 

!sf PR01491 (designated herein as DNA71883-1660 [Figure 175, SEQ ID NO:309]; and the derived protein 

id sequence for PRO 1491 . 

^ 0 The entire nucleotide sequence of DNA71883-1660 is shown in Figure 175 (SEQ ID NO:309). Clone 

ilj DNA71 883-1660 contains a single open reading frame with an apparent translational initiation site at nucleotide 
?|l positions 107-109 and ending at the stop codon at nucleotide positions 2438-2440 (Figure 175). The predicted 
J polypeptide precursor is 777 amino acids long (Figure 176). The full-length PR01491 protem shown in Figure 
£11 176 has an estinmted molecular weight of about 89,651 daltons and a pi of about 7.97. Analysis of the fiill- 
r' length PR01491 sequence shown in Figure 176 (SEQ ID NO:310) evidences the presence of the following: a 
S signal peptide fix)mabomainino acid 1 to djout amino acid 36, potential N-glycosyla^ 

H acid 139 to about amino acid 142, from about amino acid 607 to about amino acid 610 and from about amino 
^ acid 724 to about amino acid 727, a tyrosine kinase phosphorylation site from about amino acid 571 to about 
25 amino acid 576 and a gram-positive cocci surface protem anchoring hexapeptide sequence from about amino acid 

32 to about amino acid 37. Clone DNA71883-1660 has been deposited with ATCC on November 17, 1998 and 

is assigned ATCC deposit no. 203475. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 

alignment analysis of the full-length sequence shown in Figure 176 (SEQ ID NO:310), evidenced significant 
30 homology between the PR01491 amino acid sequence and the following Dayhoff sequences: GGU28240_1, 

MUSC1_1, D49423, MMSEMHJ, AB002329_1, AF022947_1. HSU33920_1, HUMLUCA19_1, G01856 and 

AF022946_1. 

EXAMPLE 92 : Isolation of cDNA clones Encoding Human PR01431 
35 An expressed sequence tag (EST) DNA database (LIFESEQ®, Incyte Pharmaceuticals, Palo Alto, CA) 

was searched and an EST (isolated from adult brain stem tissue) was identified (1370141, DNA66505) which 
showed homology to SID. RNA for construction of cDNA libraries was isolated from human bone marrow. 
Afiill length cDNA corresponding to the isolated EST was isolated using an in vitro cloning technique 
(DNA73401-1633) inpRKS. 



The cDNA libraries used to isolate the cDNA clones encoding human PRO 1431 were constructed by 
standard methods using commercially available reagents such as those from Invitrogen, San Diego, CA. The 
cDNA was primed with oligo dT containing a NotI site, linked with blimt to Sail hemikinased adaptors, cleaved 
with NotI, sized appropriately by gel electrophoresis, and cloned in a defined orientation into a suitable cloning 
vector (such as pRKB or pRKD; pRK5B is aprecursor of pRK5D that does not contain the Sfil site; see. Holmes 
5 et al.. Science, 253:1278-1280 (1991)) in the unique Xhol and NotI. 

A cDNA clone was sequenced in entirety. ITie entire nucleotide sequence of DNA73401-1633 (SEQ 
ID NO:314) is shown in Rgure 177. Clone DNA73401-1633 contains a single open reading frame with an 
apparent translational initiation site at about nucleotide positions 630-632 and a stop codon at about nucleotide 
positions 1740-1742. The predicted polypeptide precursor encoded by DNA73401-1633 is 370 amino acids long. 
10 Clone DNA73401 (designated as DNA73402-1633) has been deposited with ATCC and is assigned ATCC 
deposit no. 203273. 

Based sequence alignment analysis (using the ALIGN computer program) of the full-length sequence, 
M: PR01431 shows significant amino acid sequence identity to SH17_HUMAN, an SHS containing protein known 
; • as SH3P17. Additional significant identity score were found with D89164_l, AF032118_1, EXLP TOBAC, 
M YHS4_YEAST, S46992, RATP130CASI_2, AF043259_1, RATP130CAS_1 and MYSC_ACACA. 

U EXAMPLE 93 : Isolation of cDNA clones Encoding Human PR01563 

ill A consensus DNA sequence was assembled relative to oflier EST sequences using phrap as described 

in Example 1 above. This consensus sequence is herein designated DNA67191. Based on fbs DNA67191 
f 11 consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
n the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PR01563. 

t=- PCR primers (forward and reverse) were synthesized: 

!' - forward PCR primer (67191 .fl) 5'-CCCTGAAGCTGCCAGATGGCTCC-3' (SEQ ID NO:318) 
25 reverse PCR primer (67191. rl) 5'-CTGTGCTCTTCGGTGCAGCCAGTC-3' (SEQ ID NO:319) 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA67191 

sequence which had the following nucleotide sequence 

hvbridization probe (67191.pl) 

5'-CCACAGATGTGGTACTGCCTGGGGCAGTCAGCTTGCGCTACAG-3' (SEQ ID NO:320) 
30 In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 

screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR01563 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human bone marrow tissue. 

DNA sequencing of the clones isolated as described above gave the ftill-length DNA sequence for 
35 PR01563 (designated herein as DNA73492-1671 [Figures 179A-B, SEQ ID NO:316]; and the derived protein 
sequence for PR01563. 

The entire nucleotide sequence of DNA73492-1671 is shovra in Figures 179A-B (SEQ ID NO:316). 
Clone DNA73492-1671 contains a single open reading frame with an apparent translational initiation site at 
nucleotide positions 419-421 and ending at tlie stop codon at nucleotide positioiis 2930-2932 (Figures 179A-B). 
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The predicted polypeptide precursor is 837 amino acids long (Figure 180). The full-length PR01563 proteia 
shown in Figure 180 has an estimated molecular weight of about 90, 167 daltons and a pi of about 8.39. Analysis 
of the full-length PR01563 sequence shown in Figure 180 (SEQ ED NO:317) evidences the presence of the 
following: a signal peptide from about amino acid 1 to about amino acid 48, a potential N-glycosylation site from 
about amino acid 68 to about amino acid 71, glycosaminoglycan attachment sites from about amino acid 188 to 
5 about amino acid 191 and from about amino acid 772 to about amino acid 775, a cAMP- and cGMP-dependent 
protein kinase phosphorylation site from about amino acid 182 to about amino acid 185, a tyrosine kinase 
phosphorylation site from about amino acid 730 to about amino acid 736, potential N-myxistolation sites from 
about amino acid 5 to about amino acid 10, from about amino acid 19 to about amino acid 24, from about amino 
acid 121 to about amino acid 126, from about amino acid 125 to about amino acid 130, from about amino acid 
10 130 to about amino acid 135, from about amino acid 147 to about amino acid 152, from about amino acid 167 
to about amino acid 172, from about amino acid 168 to about amino acid 173, from about amino acid 174 to 
about amino acid 179, from about amino acid 323 to about amino acid 328, from about amino acid 352 to about 
|;i=i amino acid 357, from about amino acid 539 to about amino acid 544, from about amino acid 555 to about amino 
; = acid 560, from about amino acid 577 to about amiao acid 582, from about amino acid 679 to about amino acid 
1^ 684, from about amino acid 682 to about amino acid 687, and from about amino acid 763 to about amino acid 
5 f 768 , amidation sites from about amino acid 560 to about amino acid 563 and from about amino acid 834 to about 
] amino acid 837, leucine zipper pattern sequences from about amino acid 17 to about amino acid 38 and from 
:D about amino acid 24 to about amino acid 45 and a neutral zinc metallopeptidase, zinc-binding region signature 
sequence from abom amino acid 358 to about amino acid 367. Clone DNA73492-1671 has been deposited with 
m ATCC on October 6, 1998 and is assigned ATCC deposit no. 203324. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
1^ alignment analysis of the full-lengfli sequence shown in Figure 180 (SEQ ID NO:317), evidenced significant 
...... homology between the PR01563 amino acid sequence and flie following Dayhoff sequences: AB014588_1, 

25 D67076_l, AB001735_1, P_W47028, AB002364_1, P_W47029, GEN13695, P_R40823, AF005665_1 and 
DISA_TRIGA. 

EXAMPLE 94 : Isolation of cDNA clones Encodiag Human PR01565 

A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 

30 in Example 1 above. This consensus sequence is herein designated DNA67183. Based on an observed 
homology between the DNA67183 consensus sequence and an EST sequence contained within Incyte EST clone 
no. 2510320, Incyte EST clone no. 2510320 was purchased and its insert was obtained and sequenced. That 
insert sequence is shown in Figure 181 and is herein designated DNA73727-1673 (SEQ ED NO:321). 

The entire nucleotide sequence of DNA73727-1673 is shown in Figure 181 (SEQ ID NO:321). Clone 

35 DNA73727-1673 contains a single open reading frame with an apparent translational initiation site at nucleotide 
positions 59-61 and ending at the stop codon at nucleotide positions 1010-1012 (Figure 181). The predicted 
polypeptide precursor is 317 amino acids long (Figure 182). Hie fiill-lengfh PR01565 protein shown m Figure 
182 has an estimated molecular weight of about 37, 130 daltons and a pl of about 5. 18. Analysis of tibie fiill- 
length PR01565 sequence shown in Figure 182 (SEQ ID NO:322) evidences the presence of the following: a 
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signal peptide from about amino acid 1 to about amino acid 40, a potential type n transmembrane domain from 
about amino acid 25 to about amino acid 47, potential N-glycosylation sites from about amino acid 94 to about 
anaino acid 97 and from about amino acid 1 80 to about amino acid 1 83 , glycosaminoglycan attachment sites from 
about amino acid 92 to about amiao acid 95, from about amino acid 70 to about amino acid 73, from about 
amino acid 85 to about amino acid 88, from about amino acid 133 to about amino acid 136, from about amino 
5 acid 148 to about amino acid 151, from about amino acid 192 to about amino acid 195 and from about amino 
acid 239 to about amino acid 242, potential N-myristolation sites from about amino acid 33 to about amino acid 
38, from about amino acid 95 to about amino acid 100, from about amino acid 116 to about amino acid 121, 
from about amino acid 215 to about amino acid 220 and from about amino acid 272 to about amino acid 277, 
a microbodies C-terminal targeting signal sequence from about amino acid 315 to about amino acid 317 and a 
10 cytochrome C family heme-binding site signature sequence from about amino acid 9 to about amino acid 14. 
Clone DNA73727-1673 has been deposited with ATCC on November 3, 1998 and is assigned ATCC deposit 
no. 203459. 

I== An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 

alignment analysis of the full-length sequence shown ui Figure 182 (SEQ ID NO:322), evidenced significant 
homology between the PR01565 amino acid sequence and the following Dayhoff sequences: AF051425_1, 
= P_R65490, P_R65488, GRPE_STAAU, RNU31330_1, ACCD_BRANA, D50558_l, HUMAMYAB3_1, 

: P_W34452 and P_P50629. 

L EXAMPLE 95 : Isolation of cDNA clones Encoding Human PR01571 

J y A consensus UNA sequence was asseinbled relative to oflier EST sequences using phrap as described 

J 7 in Example 1 above. This consensus sequence is herein designated DNA69559. Based on homology observed 
Q between the DNA69559 consensus sequence and an EST sequence contained within the Ihcyte EST clone no. 
3140760, Incyte EST clone no. 3 140760 was purchased and the cDNA insert was obtained and sequenced. The 
sequence of this cDNA insert is shown in Figure 183 and is herein designated as DNA73730-1679. 
25 Clone DNA7373Q-1679 contains a single open reading frame with an apparent translational initiation 

site at nucleotide positions 90-92 and ending at the stop codon at nucleotide positions 807-809 (Figiure 183). The 
predicted polypeptide precursor is 239 amino acids long (Figure 184). The full-length PR01571 protein shown 
in Figure 184 has an estimated molecular weight of about 25,699 daltons and a pi of about 8.99. Analysis of 
the fuU-length PR01571 sequence shown in Figure 184 (SEQ ID NO:324) evidences the presence of the 
30 following: a signal peptide from about amino acid 1 to about amino acid 21 and transmembrane domains from 
about amino acid 82 to about amino acid 103, from about amino acid 115 to about amino acid 141 and from 
about amino acid 160 to about amino acid 182. Clone DNA73730-1679 has been deposited wilii ATCC on 
October 6, 1998 and is assigned ATCC deposit no. 203320. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
35 alignment analysis of the full-length sequence shown in Figure 184 (SEQ ID NO:324), evidenced significant 
homology between the PR01571 amino acid sequence and the following Dayhoff sequences: AF072128_1, 
AB000712_1, AB000714_1, AF007189_1, AF000959_1, AF068863_1, P_W15288. PM22_HUMAN, 
P R30056andLSU46824 1. 
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EXAMPLE 96 : Isolation of cDNA clones Encoding Human PR01572 

Using the method described in Example 1 above, a consensus sequence was obtained. The consensus 
sequence is designated herem ''DNA69560''. Based on the DNA69560 consensus sequence and other 
information provided herein, a clone including another EST (Incyte DNA3051424) from the assembly was 
purchased and sequenced. 

5 The entire codmg sequence of PR01573 is included in Figure 185 (SEQ ID NO:325). Qone 

DNA73734-1680 contains a single open reading frame with an apparent franslational initiation site at nucleotide 
positions 90-92 and an«5>parent stop codon atnucleotide positions 873-875. The predicted polypeptide precursor 
is 261 amino acids long. The signal peptide is at about amino acids 1-23 and the transmembrane domams are 
at about amino acids 81-100, 121-141, and 173-194 of SEQ ID NO:326. One or more of the transmembrane 

10 domains can be deleted or inactivated. The locations of a N-glycosylation site, N-myristoylation sites, a tyrosine 
kinase phosphorylation site and a prokaryotic membrane lipoprotein lipid attachment site are indicated in Figure 
186. Clone DNA73734-1680 has been deposited with the ATCC and is assigned ATCC deposit no. 203363. 

hi The full-length PR01572 protein shown in Figure 186 has an estimated molecular weight of about 27,856 daltons 

!: S and a pi of about 8.5. 

|i An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 

% alignment analysis of the Ml-length sequence shown in Figure 186 (SEQ ID NO:326), revealed sequence identity 
il; between the PRO 1572 amino acid sequence and the following Dayhoff sequences (incorporated herein): 
AF072127_1, HSU89916_1, AB000713_1, AB000714_1, AB000712_1, AF000959_1, AF072128_1, 
; ^ AF068863_1 , P_W2988 1 , and P_W58869. 

f^' EXAMPLE 97 : Isolation of cDNA clones Encoding Human PR01573 

□ EST 3628990 was identified in an Incyte Database, (LIFESEQ®. Incyte Pharmaceuticals, Palo Alto, 

^ CA) and extended in a comparison to other sequences in databases to form an assembly. The alignment search 
was performed using the computer program BLAST or BLAST2 [Altschul et al., Mefliods in Enzvmology . 
25 266:460-480 (1996)] as a con^iarison of the BCD protein sequences to a 6 frame translation of the EST 
sequences. Those comparisons resulting in a BLAST score of 70 (or m some cases, 90) or greater that did not 
encode known proteins were clustered and assembled into consensus DNA sequences with the program "phrap" 
(Phil Green, University of Washington, Seattie, Washington). The consensus sequence is designated herein 
"DNA6956r. 

30 Based on the DNA69561 consensus sequence and other information provided herein, a clone including 

another EST (Incyte DNA3752657) from the assembly was purchased and sequenced. This clone came from 
a breast tumor tissue library. 

The entke coding sequence of PR01573 is included in Figure 187 (SEQ ID NO:327). Clone 
DNA73735-1681 contains a smgle open reading frame with an apparent translational initiation site at nucleotide 

35 positions 97-99 and an appsretst stop codon at nucleotide positions 111-11 A. The predicted polypeptide precursor 
is 225 anaino acids long. The signal peptide is at about ammo acids 1-17 and the transmembrane domains are 
at about amino acids 82-101, 118-145, and 164-188 of SEQ ID NO:328. One or more of flie transmembrane 
domains can be deleted or inactivated. A phosphorylation site, amidation site, and N-myristoylation sites are 
shown m Figure 188. Clone DNA73735-1681 has been deposited with ATCC and is assigned ATCC deposit 
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no. 203356. The full-length PR01573 protem shown in Figure 188 has an estimated molecular weight of about 
24,845 daltons and a pi of about 9.07. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the fiJl-length sequence shown in Figure 188 (SEQ ID NO:328), revealed sequence identity 
between the PR01573 amino acid sequence and the following Dayhoff sequences (mcorporated herein): 
5 AF007189_1, AB000714_1, AB000713_1, AB000712_1, A39484, AF000959_1, AF072127_, AF072128_1, 
AF068863_1 and AF077739_1. 

EXAMPLE 98 : Isolation of cDNA clones Encodin g Human PR01488 

An expressed sequence tag (EST) DNA database (LIFESEQ®, Incyte Pharmaceuticals, Palo Alto, CA) 
10 was searched and EST No. 36391 12H1 was identified as havuig homology to CPE-R. EST No. 3639112H1 

is designated herein as ''DNA69562''. EST clone 36391 12H1 , which was derived from a lung tissue library of 

a 20-week old fetus who died from Patau's syndrome, was purchased and ihe cDNA msert was obtained and 
1=^ sequenced in its entirety. The entire nucleotide sequence of PR01488 is shown in Figure 189 (SEQ ID 
Iri NO:329), and is designated herein as DNA73736-1657. DNA73736-1 657 contains a single open reading frame 

with an apparent translational mitiation site at nucleotide positions 6-8 and a stop codon at nucleotide positions 
? 0 666-668 (Figure 189; SEQ ID NO:329). The predicted polypeptide precursor is 220 amino acids long, 
y: The hill-length PR01488 protein shown in Figure 190 has an estimated molecular weight of about 

D 23,292 daltons and a pi of about 8.43. Four transmembrane domains have been identified as bemg located at 
1^^,. about ammo acid positions 8-30, 82-102, 121-140, and 166-186. 

Ill An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 

! t alignmrat analysis of the full-length sequence shown m Figure 190 (SEQ ID NO:330), revealed significant 
b homology between the PR01488aniuK) acid sequence and Dayhoff sequence AB000712_1. Homology was also 
^"^ ftmnd betweenthe PR01488 amino acid sequence and following additional Dayhoff sequences: AB000714_1 , 

AF007189_1, AF000959_1, P_W63697. MMU82758_1, AF072127_1, AF072128_1, HSU89916_1, 
25 AF068863_1, CEAF000418_1, and AF077739_1. 

Clone DNA73736-1657 was deposited with the ATCC on November 17, 1998, and is assigned ATCC 

deposit no. 203466. 

EXAMPLE 99 : Isolation of cDNA clones Encoding Human PR01489 

30 A consensus DNA sequence was assembled relative to other EST sequences using phr^ as described 

m Example 1 above. This consensus sequence is herein designated DNA69563. Based upon an observed 
sequence similarity between the DNA69563 consensus sequence and an EST sequence contamed wittiin the 
Incyte EST clone no. 3376608, Incyte EST clone no. 3376608 was purchased and its insert obtained and 
sequenced. That insert is herein designated DNA73737-1658. 

35 The entire nucleotide sequence of DNA73737-1658 is shown in Figure 191 (SEQ ID NO:331). Clone 

DNA73737-1658 contains a single open reading frame with an apparent translational mitiation site at nucleotide 
positions 264-266 and ending at the stop codon at nucleotide positions 783-785 (Figure 191). The predicted 
polypeptide precursor is 173 amino acids long (Figure 192). The full-length PR01489 protein shown m Figure 
192 has an estimated molecular weight of about 18,938 daltons and a pi of about 9.99. Analysis of the full- 
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length PR01489 sequence shown in Figure 192 (SEQ ID NO:332) evidences the presence of the following: 
transmembrane domains from about amino acid 31 to about amino acid 51, from about amino acid 71 to about 
amino acid 90 and from about amino acid 1 12 to about amino acid 133 and a potential N-glycosylation site from 
about araino acid 161 to about amino acid 164. Clone DNA73737-1658 has been deposited with ATCC on 
October 27, 1998 and is assigned ATCC deposit no. 203412. 
5 An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 

alignment analysis of the full-length sequence shown in Figure 192 (SEQ ED NO:332), evidenced significant 
homology between the PR01489 amino acid sequence and the following Dayhoff sequences: AF007I89_1, 
AB000712_1, AF000959_1, MMU82758_1, AF035814_1, AF072127_1, AF072128_1, HSU89916_1, 
AF068863_1 and PPU50051_1. 

10 

EXAMPLE 100 : Isolation of cDNA clones Encoding Human PR01474 

An e^essed sequence tag (EST) DNA database (LIFESEQ®, Incyte Pharmaceuticals, Palo Alto, CA) 
y was searched and an EST was identified. This EST showed homology to pancreatic secretory trypsin inhibitor. 
' = The clone which included this EST was purchased from Incyte (it came from a uterine cervical tissue 

|5 library) and sequenced ui fiill to reveal the nucleic acid of SEQ ID NO:333, which encodes PR01474. 
W The entire nucleotide sequence of PRO 1474 is shown in Figure 193 (SEQ ID NO:333). Clone 

t'l DNA73739-1645 contains a single open reading fr'ame with an apparent translational initiation site at nucleotide 
i 0 positions 45-47 and a stop codon at nucleotide posUions 300-302 (Figure 193; SEQ ID NO:333). The predicted 
polypeptide precursor is 85 amino acids long. As indicated in Figure 194, the Kazal serine protease inhibitor 
i U fiamily signature begins at about amino acid 45 of SEQ ID NO:334. Also indicated in Figure 194 is a region 
^'^ conserved in integrin alpha chains (beginning at about amino acid 32 of SEQ ID NO:334). Clone DNA73739- 
1645 has been deposited with the ATCC and is assigned ATCC deposit no. 203270. The ftill-Iength PR01474 
1 4 protein shown in Figure 194 has an estimated molecular weight of about 9,232 daltons and a pi of about 7.94. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
25 alignment analysis of the full-length sequence shown in Figure 194(SEQIDNO:334), revealed sequence identity 
between the PR01474 anuno acid sequence and the following Dayhoff sequences (all ovomucoids, data 
incorporated herein by reference): lOVO FRAER, lOVO FRAAF, lOVO FRACO, IOVO_CYRMO, 
IOVO_STRCA, H61492, C61589, IOVO_POLPL, D61589, and IOVO_TURME. 

30 EXAMPLE 101 : Isolation of cDNA clones Encoding Human PRO1508 

Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 
cluster sequence from the LIFESEQ® database, designated Incyte Cluster No. 34523, also referred herem as 
"DNA10047". This EST cluster sequence was then compared to a variety of expressed sequence tag (EST) 
databases which included public and private EST databases (e.g., GenBank and (LIFESEQ®) to identify existing 

35 homologies. The homology search was performed using the computer program BLAST or BLAST2 (Altshul 
et al.. Methods in Enzvmologv 266 :460-480 (1996)), Those comparisons resulting in a BLAST score of 70 (or 
in some cases 90) or greater that did not encode known proteins were clustered and assembled into a consensus 
DNA sequence with the program "phrap" (PM Green, University of WasMngton, Seattie, Washmgton). The 
consensus sequence obtained therefrom is herein designated "DNA55723". 



In light of the sequence homology between the DNA55723 sequence a sequence contained within Incyte 
EST no. 2989064, the EST clone 2989064 was purchased and the cDNA insert was obtained and sequenced in 
its entirety. The sequence of this cDNA insert is shown in Figure 195 and is herein designated as "DNA73742- 
1662". 

The full length clone shown in Figure 195 contained a single open reading frame with an apparent 
translational initiation site at nucleotide positions 70 to 72 and ending at the stop codon found at nucleotide 
positions 514 to 516 (Figure 195; SEQ ID NO:335). The predicted polypeptide precursor (Figure 196, SEQ 
ID NO:335) is 148 amino acids long. Other features of the PRO1508 protein mclude: a signal sequence at about 
amino acids 1-30; a tyrosine kinase phosphorylation motif at about amino acids 96-103; and N-myristoylation 
motifs at about amino acids 27-32, 28-33, and 140-145. PRO1508 has a calculated molecular weight of 
approxkoately 17, 183 daltons and an estimated pl of ^proximately 8.77. Clone DNA73742-1662 was deposited 
with the ATCC on October 6, 1998 and is assigned ATCC deposit no. 203316. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 196 (SEQ ID NO:336), revealed some homology 
between the PRO1508 amino acid sequence and the following Dayhoff sequences: HSAJ3728_1; P_R74962; 
P_R74941; AF053074_1; F69515; S20706; RPB1_PLAFD; A20587_l; A51861_l; and S75947. 

EXAMPLE 102 : Isolation of cDNA clones Encoding Human PR01555 

Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 
cluster sequence from the LIFESEQ® database, designated EST cluster no. 521 , and also referred to herein as 
''DNA10316''. This EST cluster sequence was then con^ared to a variety of expressed sequence tag (EST) 
databases which included public EST databases (e.g., GenBank) and the LIFESEQ® database to identify 
existing homologies. The homology search was performed using the computer program BLAST or BLAST2 
(Altshul et al.. Methods in Enzymolosv 266:460-480 (1996)). Those comparisons resultmg in a BLAST score 
of 70 (or in some cases 90) or greater that did not encode known proteins were clustered and assembled into a 
consensus DNA sequence with the program "phrap" (Phil Green, University of Washington, Seattle, 
Washington). The consensus sequence obtained therefrom is herein designated "DNA56374''. 

In light of the sequence homology between the DNA56374 sequence and an EST sequence contained 
within Incyte EST no.2855769, EST no.2855769 was purchased and the cDNA insert was obtained and 
sequenced. EST no. 2855769 was derived from a library constructed from female breast fat tissue. The 
sequence of this cDNA msert is shown in Figure 197 and is herein designated as DNA73744-1665. 

The fiill length clone shown in Figure 197 contained a single open reading frame with an apparent 
translational initiation site at nucleotide positions 90 to 92 and endmg at the stop codon found at nucleotide 
positions 828 to 830 (Figure 197; SEQ ID NO:337). The predicted polypeptide precursor (Figure 198, SEQ 
ID NO:338) is 246 amino acids long. PR01555 has a calculated molecular weight of approximately 26,261 
daltons and an estimated pi of proximately 5.65. Additional features include: a signal peptide at about amino 
acids 1-31; tiransmembrane domains at about amino acids 11-31 and 195-217; a potential N-glycosylation site 
at about amino acids 111-1 14; potential casein kinase II phosphorylation sites at about amino acids 2-5, 98-101 , 
and 191-194; and potential N-myristoylation sites at about amino acids 146-151, and 192-197. 
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